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Manufacture,  Processing,  Paching,  or 
Holding 

The  Commissioner  of  Pood  and  Drugs 
proposes  to  revise  the  cmrent  good  man¬ 
ufacturing  practice  (CGMP)  regulations 
for  human  and  veterinary  drugs  (21  CFR 
Parts  210  and  211)  to  update  them  in 
light  of  current  technology  and  to  adopt 
more  specific  requirements  better  to  as¬ 
sure  the  quality  of  finished  drug  prod¬ 
ucts.  Interested  persons  have  imtil  Jxme 
14,  1976,  to  submit  comments. 

Over  the  past  several  years  the  Com¬ 
missioner  has  directed  a  review  of  the 
CGMP  regvilations.  These  regulations, 
which  establish  requirements  for  cur¬ 
rent  good  manufacturing  practice  for 
finished  pharmaceuticals,  were  originally 
published  in  the  Federal  Regisieb  of 
Jxme  20, 1963  (28  FR  6385)  and  were  last 
substantially  revised  in  the  Federal  Reg¬ 
ister  of  January  15, 1971  (36  FR  601). 

In  considering  the  revisions  being  pro¬ 
posed  at  this  time,  the  Commissioner 
has  relied  on  the  Food  and  Drug  Admin¬ 
istration’s  (FDA)  experience,  gained  dur¬ 
ing  the  last  12  years  through  inspectional 
and  compliance  activities  and  nxtmerous 
discussions  with  the  drug  industry  and 
drug  trade  associations  at  various  meet¬ 
ings,  seminars,  and  wmrkshops,  to  pro¬ 
vide  the  background  and  information 
that  serve  as  a  basis  for  the  proposed 
improvements. 

Another  important  consideration  lead¬ 
ing  to  this  proposal  came  from  the  find¬ 
ings  of  separate  studies,  conducted  in 
1973  by  the  Office  of  Management  and 
Budget  (OMB)  and  the  General  Ac¬ 
counting  Office  (GAO),  of  Federal  pro¬ 
curement  of  medical  and  nonperishable 
subsistence  supplies.  The  GAO  published 
its  conclusions  in  a  report  of  December 
6,  1973,  entitled,  “How  to  Improve  the 
Procxirement  and  Supply  of  Drugs  in  the 
Federal  Government,”  in  which  it  rec¬ 
ommended  that  FDA  be  the  single  Fed¬ 
eral  agency  resix)nsible  for  drug  quality 
assurance.  The  OMB  report  dated  Janu¬ 
ary  4,  1974,  entitled,  “Study  of  an  Opti¬ 
mum  Procurement  and  Distribution  Sys¬ 
tem  (s)  for  Medical  and  Non-Peri^abte 
Subsistence  Items,”  identified  duplica¬ 
tion  and  inefficiency  in  Federal  procure¬ 
ment  of  medical  items.  Copies  at  these 
studies  have  been  placed  on  file  in  the 
office  of  the  Hearing  Clerk,  Food  and 
Dnig  Administration,  Rm.  4-65,  5600 
Fishers  Lane,  Rockville,  MD  20852.  As  a 
result  of  these  reports,  on  Jxme  4,  1974, 
the  OMB  requested  the  Secretary  of 
Health.  Education,  and  W^are  to  as¬ 
sume  fun  responsibility  for  developing 
an  executive  bran^  plan,  to  consolidate 
government-wide  quality  assurance  pro¬ 
grams  for  dnigs.  The  FDA,  in  coopera¬ 
tion  with  the  Department  of  Defense 
(DOD) ,  Veterans  Administration  (VA) , 
and  Health  Services  Administration 


(ESAJ ,  baa  developed  an  executive 
branch  plan  making  FDA  responsible  for 
qxiality  assurance  for  aU  drugs  and  bio¬ 
logies  pxurchased,  stored,  and  distributed 
by  the  pinchasing  agencies.  An  agree¬ 
ment  has  been  reached  with  HSA  re¬ 
garding  the  responsibility  of  FDA  to  pro¬ 
vide  quality  assxurance  for  drugs,  biolog¬ 
ies,  chemicals  and  reagents  that  HSA 
procures,  stores,  and  distributes. 

A  memorandxun  of  xmderstanding  con¬ 
cerning  this  agreement  was  published  in 
the  Federal  Register  of  July  8,  1975  (40 
FR  28656).  Also,  an  interagency  agree¬ 
ment  with  the  Veterans  Administration 
was  published  in  the  Federal  Register 
of  Augxist  22, 1975  (40  FR  36787) .  A  simi¬ 
lar  formal  agreement  with  DOD  was  pub¬ 
lished  in  the  Federal  Register  of  Janu¬ 
ary  27,  1976  (41  FR  3887) ;  thus  FDA  has 
assxuned  responsibility  for  quality  assxu:- 
ance  of  all  drugs,  including  biologies, 
that  are  proexured,  stored,  and  distrib¬ 
uted  by  Federal  agencies.  In  reviewing 
the  need  for  revised  CGMP  regulations 
at  this  time,  the  Commissioner  took  into 
consideration  the  requirements  of  Ihese 
Federal  purchasing  agencies  to  be  cer¬ 
tain  that  xmiform  and  appropriate  cri¬ 
teria  are  being  proposed. 

In  addition  to  FDA’s  own  recognition 
of  the  need  for  updating  the  CGMP  reg- 
xilations  and  the  OMB  request  for  a  sin¬ 
gle  CGMP  standard  for  all  drugs  pro¬ 
cured  by  government  agencies,  the  Office 
of  Technology  Assessment  (OTA),  Con¬ 
gress  oi  the  United  States,  recently  es¬ 
tablished  a  panel  to  study  problems  of 
drug  bioequivalence.  The  panel  reported 
that  the  CGMP  regulations  were  too 
general  and  therefore  may  be  subject  to 
wide  differences  in  interpretation,  and 
that  they  do  not  insure  quality  and  xmi¬ 
form  bioavailability  for  drug  products. 

The  Commissioner  has  studied  the 
panel’s  recommendations  extensively  and 
finds  a  nxunber  of  their  comments  per¬ 
tinent  to  exu-rent  good  manufactxudng 
practice.  The  proposed  revisions  in  the 
regulations  include  several  changes  re- 
fiecting  sxiggestions  made  by  OTA.  An 
example  is  the  requirement  that  manu¬ 
facturers  give  increased  attention  to 
statistical  sampling  and  monitoring  of 
intermediate  production  steps.  These 
proposed  regxilations  are  not  designed  to 
provide  the  final  assurance  of  the  bio¬ 
availability  of  a  drug,  although  the  in- 
process  and  finished  drug  product  con¬ 
trols  proposed  should  contribute  measiu:- 
ably  to  resolving  a  problem  of  bioavail- 
abfiity  where  identifiable  manufacturing 
deficiencies  are  responsible  for  such  a 
problem.  The  bioavailability  and  bio- 
equlvaJence  requirements  for  drug  prod¬ 
ucts  have  been  addressed  in  separate 
Federal  Register  proposals  published  in 
the  Federal  Register  of  Jxme  20,  1975 
(40  FR  26157  and  26164).  Until  a  bio- 
availability  or  bioequivalence  standard  is 
identified  for  a  drug,  quality  control 
procedures  to  assure  compliance  with  the 
appropriate  standards  cannot  be  estab¬ 
lished.  Further  CX>MP  requirements  will 
be  specified  for  drug  products,  either  by 
class  or  for  individual  products,  as  the 
need  is  deteimined. 

The  Commissioner  intends  for  CGMP 
regxilations  to  become  binding  specific 


xequireaaeaEts  that  must  be  complied 
irttti;  faUnre  to  do  so  shall  render  a  drug 
peodwet  adulterated  xmder  section  501(a) 
42)<B3  of  the  Federal  Food,  Drug,  and 
Oosimtie  Act.  Section  701(a)  of  the  act 
empowers  the  Commissioner  to  promul- 
pite  substantive  rules  to  facilitate  en- 
forcemaii  of  the  act’s  other  provisions. 
“National  Nutritional  Foods  Ass’n.  v. 
'Weinberger,”  512  F.  2d  688  (2d  Cir.  1975) ; 
“Weinberger  v.  Hynson,  Westcott  & 
Dunning.  Inc..”  412  U.S.  609  (1973); 
“CIBA  Cmrp.  V.  Weinberger,”  412  U.S.  640 
(1973) :  “Weinberger  v.  Bentex  Pharm. 
Inc..”  412  UJS.  645  (1973) .  PubUcation  of 
proposed  specific  regulations  regarding 
current  good  manxif  acturing  practice  will 
allow  all  members  of  the  industry  an  op- 
portxmlty  to  participate  in  their  prep¬ 
aration  and  to  note  the  level  of  per- 
farmance  expected  of  them.  Binding  reg¬ 
ulations  will  also  serve  to  inform  courts 
oi  FDA’a  expert  judgments  regarding 
current  good  manufactxuing  practice  for 
drugs  in  the  United  States;  this  will  ex¬ 
pedite  and  assist  enforcement  proceed¬ 
ings  to  assure  compliance  with  section 
501(a)  (2)  (B)  of  the  act.  'The  legal  statxis 
of  the  CGMP  regulations  is  set  forth  in 
proposed  §  210.1. 

Because  of  the  definitive  nature  of 
these  proposed  regulations,  tiie  Commis¬ 
sioner  xurges  interested  persons  to  review 
them  carefully,  to  identify  any  areas  that 
require  clarification  or  modification,  and 
to  submit  reasoned  comments  that, 
wherever-  possible,  suggest  precise  alter¬ 
native  language.  Ordinarily  60  days  is 
provided  for  comment  on  a  proposal,  al¬ 
though  the  Commissioner  can  reduce  or 
extend  this  time  period  for  good  caxise. 
Becaxise  of  the  nature  and  extent  of  re¬ 
visions  being  proposed,  the  Commissioner 
has  ctmchided  that  120  days  should  be  al- 
low«i  for  putfiic  comment.  In  the  ab¬ 
sence  extraordinary  circumstances,  no 
extension  of  time  for  comment  will  be 
granted. 

The  C^bmmissioner  emphasizes  that,  al¬ 
though  some  of  the  proposed  revisions 
represoit  reqxiirements  not  specifically 
included  in  the  existing  CGMP  regula¬ 
tions,  in  many  instances  such  revisions 
are  practices  that  have  been  considered 
implicit  in  the  regulations  or  are  at  least 
eoiMtdefed  by  most  manufacturers  to  be 
daindde  requirements  for  their  own  op- 
cntiaaiB.  Where  significant  new  require¬ 
ments  are  being  proposed,  a  detailed  dis- 
CBsskm  of  them  will  appear  in  this  pi-e- 
The  new  propos^  format  for  the 
CGIfP  regulations  will  provide  the  user 
with  xwBnirements  that  are  easier  to  lo¬ 
cate  and  to  read.  The  proposed  foimat 
win  abo  preeide  ttie  necessary  expan- 
Mon  needed  for  future  CGMP  regulations 
for  speckle  classes  of  drugs  or  manufac¬ 
turing  pxoecsses. 

TO  aid  the  reader,  the  following  table  is 
proirided  to  show  the  relationship  of  the 
propoaed  CXIMP  regxilations  to  existing 
ones  wnder  the  1974  Code  of  Federal 
Begaiatiotia  (Part  133)  designation  and 
die  1175  veeodification  designation  pub- 
IkihHf  hi  dm  Federal  Register  of  March 
2T»  11^  <41  FR  14024) .  The  reader  is  en- 
oouniged  to  make  a  line-by-line  compari¬ 
son  at  the  revised  sections  with  the 
existing  OGOfP  regalations  to  identify 
every  propoaed  change. 
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A  number  of  the  revisions  constitute 
new  or  expanded  requirements.  As  dis¬ 
cussed  earlier,  the  Commissioner  believes 
that  many  of  these  requirements  are  al¬ 
ready  a  part  of  most  manufacturers’  op¬ 
erations.  Other  requirements  may  be  new 
to  many  firms,  but  are  necessary  to  as¬ 
sure  drug  product  quality.  Changes  luro- 
posed  in  the  eidstlng  CGMP  regulaUmas 
include  the  following: 

Definitions 

1.  In  proposed  §  210.3  the  statutory 
references  have  been  updated. 

2.  In  proposed  S  210.3(b)  (4)  “drug 
product”  has  been  defined.  This  term  is 
used  and  defined  in  the  proposed  Bio- 
availabllity  and  Bioequivalence  Require¬ 
ments  published  in  the  Federal  Register 
of  June  20. 1975  <40  FR  26164) .  To  assure 
consistency  of  use,  the  term  is  also  de¬ 
fined  here. 

3.  In  proposed  §  210.3(b)  (9)  “in-proc¬ 
ess  materials”  has  been  defined. 

4.  In  proposed  §  210.3(b)  (10)  “lot”  has 
been  redefined  to  remove  any  reference 
to  lot  number. 

5.  In  proposed  §  210.3(b)  (11)  “lot  num¬ 
ber,”  “control  number,”  or  “batch  num¬ 
ber”  have  been  defined. 

6.  In  proposed  §  210.3(b)  (12)  a  para¬ 
graph  has  been  added  to  define  “manu¬ 
facture,  processing,  packing,  or  holding 
of  a  drug  product.”  This  change  provides 
for  consistency  throughout  the  CGMP 
regulations. 

7.  In  proposed  §  210.3(b)  (15)  “mate¬ 
rials  approval  unit”  has  been  replaced  by 
“quality  control  unit”  and  redefined.  The 
latter  term  appears  to  be  of  more  com¬ 
mon  usage  in  the  industry. 

8.  In  proposed  §  210.3(b)  (17),  (18), 
and  (19)  “theoretical  yield,”  “actual 
yield,”  and  “percentage  of  theoretical 
yield”  have  be^  defined. 

9.  In  proposed  §  210.3(b)  (21).  (22), 
(23),  and  (24)  “acceptance  criteria.” 
“acceptable  quality  level  (AQL),”  “im- 
acceptable  quality  level  (UQL),”  and 
“representative  sample.”  which  relate 
specifically  to  statistical  evaluation,  have 
been  defined. 

General  Provisions 

1.  Proposed  §  211.1(b)  clarifies  the  ap¬ 
plicability  of  the  CGMP  regulations  to 
all  drug  products  and  provides  that 
where  other  requirements  appear  else¬ 
where  in  the  regulations,  the  more  speci¬ 
fic  provisions  shall  apply  over  the  more 
general.  The  Commissioner  intends  to 
propose  at  future  times  CGMP  regula¬ 
tions  for  specific  classes  of  drug  products 
such  as  large  volume  parenterals,  mes¬ 
cal  gases,  and  radiopharmaceuticals,  and 
regulations  for  certain  kinds  of  manu¬ 
facturing  activities  such  as  the  manu¬ 
facturing  of  bulk  drug  components,  re¬ 
packing,  or  relabeling. 

2.  Proposed  §  211.2(b)  permits  the  use 
of  computers  in  the  manufacture,  proc¬ 
essing.  packing,  and  holding  of  drug 
products,  with  a  requirement  that  hard 
copy  backup  files  be  maintained  of  com¬ 
puterized  records  and  that  changes  in 
those  records  be  made  only  by  author¬ 
ized  personnA. 


Organization  and  Personnel 

1.  Proposed  S  211.22  clarifies  the  re- 
quiremmt  for  a  quality  control  unit  and 
outlines  its  responsibilities,  including  au¬ 
thority  for  approving  or  rejecting  com¬ 
ponents,  drug  product  containers,  clos¬ 
ures,  in-process  materials,  packaging 
materials,  labeling,  and  dnig  products. 
This  does  not,  however,  relieve  other 
units  from  the  responsibility  of  verifying 
and  reviewing  the  <x>rrectness  of  toelr 
own  work. 

Also,  this  proposed  section  requires 
that  adequate  laboratory  facilities  be 
available  to  the  quality  control  unit.  This 
requirement  is  designed  to  assure  that 
the  quality  control  unit  will  have  neces¬ 
sary  access  to  laboratory  facilities,  when 
needed,  to  perform  their  quality  control 
fimctions. 

2.  Proposed  §  211.25  is  designed  to  as¬ 
sure  that  each  employee  involved  in  drug 
manufacturing  and  control  is  properly 
trained  and  familiar  with  the  (XIMP 
regulations  as  they  relate  to  his  func¬ 
tions.  Many  manufacturers  already  have 
such  programs  of  instruction.  The  atti¬ 
tude  and  approach  to  training  that  a 
manufacturer  presents  to  employees  re¬ 
flect  his  view  of  the  importance  of  CGMP 
regulations  and  determine  the  degree  to 
which  the  employee  will  consider  it  nec¬ 
essary  to  conform  to  standard  operating 
procedures.  The  emphasis  on  CGMP  reg¬ 
ulations  through  regularly  conducted 
training  or  through  formal  courses, 
either  on  the  premises  or  at  another  lo¬ 
cation.  should  result  in  more  apprecia¬ 
tion  and  understanding  of  the  respon¬ 
sibility  and  importance  of  the  onployee’s 
role.  The  extent  and  frequency  of  train¬ 
ing  needed  will  depend  on  the  scope  of 
the  employee’s  activities  and  experience. 
However,  there  are  times  when  instruc¬ 
tion  would  be  needed  such  as  orientation 
for  new  employee  or  emidoyees  engaging 
in  new  activities,  when  new  ccnnpany  or 
drug  standards  have  been  adopted  or 
revisions  in  the  CGMP  regulations  have 
been  published,  and  when  new  equipmoit 
or  a  new  inrocess  is  to  be  used. 

3.  Proposed  S  211228  includes  specific 
requirements  for  employee  garb  and  work 
habits.  For  example,  it  requires  coveriog 
the  hair  on  the  head  and  face  when 
necessary  to  prevent  drug  contamination. 
This  section  specifically  states  that  mily 
authorized  personnel  shall  enter  limited- 
access  areas. 

4.  Proposed  §  211.34  specifically  re¬ 
quires  that  consultants  have  sufficient 
education  and  experioice  to  advise  on 
the  subject  for  which  they  are  retained 
and  that  records  be  maintained  that 
state  the  consultant’s  name,  address, 
qualifications,  and  the  type  of  consulting 
service  be  provides  for  a  drug  firm.  C(m- 
sultants  have  not  been  mentioned  lu'evi- 
ously  in  the  CGMP  regulations,  but 
FDA’s  Interpretation  of  the  persmmel 
requirements  has  always  beoi  that  con¬ 
sultants  must  be  appropriately  qualified. 

BUILOINGS  ans  Facilhies 
1.  In  proposed  §  211.42(b)  and  in  a 
number  of  other  paragrai^,  the  word 


“prevent”  has  replaced  the  word  “mini¬ 
mize.”  The  Commissioner  finds  that  the 
requlr^ent  to  “minimize”  the  risk  of 
creating  a  particular  undesirable  condi¬ 
tion  has  not  ctmveyed.  in  the  past,  the 
Intention  of  the  FDA  and  has  resulted 
in  confusion  as  to  what  must  be  accom¬ 
plished.  The  purpose  of  requiring  the 
orderly  iflacement  of  equipment  and 
materials,  for  examine,  is  to  “prevent” 
a  situation  or  condition  in  which  the 
plac^fnt  could  contribute  to  mixups 
between  different  drugs  or  different 
labeling. 

2.  In  proposed  §  211.42(c)  a  new  re- 
quironent  has  been  added  to  specify  that 
an  aseptic  processing  area  be  provided 
when'appropriate  for  the  type  of  opera¬ 
tions  performed  by  the  manufacturer. 
The  current  regulations  require  that, 
generally,  adequate  space  be  provided  for 
manufacturing  and  control  funetioiis. 
Die  Commissioner  believes  this  require¬ 
ment  must  be  updated  to  require  s^- 
rate  areas  for  quarantining  unreleased 
raw  materials  and  materials  at  other 
specific  stages  ot  use. 

3.  Pr(HX)sed  8  211.42(d)  requires  that 
penicillin  operations  be  performed  in 
facilities  separate  from  those  used  for 
non-penicillin  drug  products.  Current 
regulations  do  not  require  this.  Based  on 
FDA  experience,  the  Commissioner  finds 
that  where  common  equipment  or  fsu;ili- 
ties  are  used  for  drug  production,  there 
is  likely  to  be  contamination  of  non¬ 
penicillin  drug  products  with,  penicillin. 
While  some  of  these  contaminated  drug 
m^ucts  are  within  the  current  allow¬ 
able  tolerance  for  penicillin  contsunina- 
tlon,  the  Commi^ioner  proposes  in 
§  211.176,  discussed  later  in  this  pream¬ 
ble,  to  delete  the  allowable  tolerance  for 
penicillin  cross-contamination  of  i\,on- 
penicillin-containlng  drugs.  The  Cwn- 
Rfissioner  finds  that  the  current  good 
manufacturing  practice  in  the  industry 
has.  to  a  large  extent,  eliminated  peni- 
cilltn  cross-contamination  by  producing 
penicillin  prodtKts  in  a  separate  building 
or  a  separate  area  that  has  an  air-han¬ 
dling  S3rstem  independent  of  other  pro¬ 
duction  areas,  and  is  effectively  sealed  off 
from  other  parts  of  the  building  to  pre¬ 
vent  contamination  of  areas  handling 
non-penicillin  products. 

4.  In  propped  8  211.46,  new,  more 
specific  reqifirements  are  included  for 
in-plant  air  filtration  systems  to  improve 
air  quality  in  production  areas  and  re¬ 
duce  the  potential  for  alr-bome  con¬ 
tamination.  While  high  efficiency  par¬ 
ticulate  air  filters  are  certainly  necessary 
for  aseptic  processing  areas,  and  would 
be  desirable  in  any  manufacturing  situ¬ 
ation,  this  section  does  not  require  such 
filters  in  a  non-sterile  processing  area. 

5.  Proposed  8  211.56  is  a  new  section 
entitled  “Sanitation.”  It  expands  (m  the 
imvious  requirements  for  sanitation,  in¬ 
cluding  specific  prohibitions  against  mis¬ 
using  insecticides  and  rodenticides,  and 
it  requires  a  written  santtation  program. 

Die  proposed  revision  in  this  sectloa 
and  in  a  number  of  other  seetkms  of  the 
CGMP  regulations  (88  211.22,  211A6, 
211.67,  211.80.  211.94,  211.100,  21ia01, 
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211.110.  211.112,  211.113,  211.115,  211.122, 
211.125,  211.130,  211.142,  211.150,  211.160, 
211.165,  211.166,  211.167,  211.186)  in¬ 
cludes  a  requirement  for  written  pro¬ 
cedures  to  describe  jQ>ecific  manufactur¬ 
ing  and  control  operations.  Hiis  reqiilre- 
ment  will  provide  additional  assurance 
for  reliable  continuation  of  a  firm’s  es¬ 
tablished  policies  and  procedmes  and 
will  assure  that  apprc^riate  information 
is  conveyed  from  managemait  to  produc¬ 
tion  line  personnel.  Written  procedures, 
frequently  termed  “standard  operating 
procedures,”  are  already  a  part  of  the 
daily  operations  of  many  firms.  The  es¬ 
sence  of  good  standard  operating  pro¬ 
cedures  is  net  only  that  the  procediures 
themselves  are  adequate  to  assure 'drug 
product  quality  but  that  th^  are  avail¬ 
able  to,  and  understood  by,  all  persons  to 
whom  they  are  intended  to  m>ply.  The 
substantive  requirements  in  these  COMP 
regulations  should  be  considered  as  a 
basis  for  standard  operating  procedures. 

Equipment 

Proposed  §  211.68  is  another  of  the 
many  new  sections  that  formalizes  a 
practice  that  has  long  been  considered 
current  good  manufacturing  practice — 
in  this  case,  the  periodic  calibration  of 
scales  and  balances,  with  written  docu¬ 
mentation  of  semiannual  calibration 
checks. 

Control  op  Components,  Drug  Product 
Containers,  Closures  and  In-Process 
Materuls 

1.  Proposed  §  211.80  includes  a  number 
of  revisions.  Many  are  already  part  of 
most  manufacturers’  operations,  either 
because  they  are  understood  to  be  part 
of  file  existing  COMP  regulations  or  be¬ 
cause  they  are  logical  extensions  of  the 
existing  requirements.  The  basic  concept 
in  this  section  is  to  assure  that  only  the 
correct  component,  drug  product  con¬ 
tainer,  and  closure  is  received  and  used 
by  the  manufacturer.  To  aco(Mnpllsh  this, 
the  manufacturer  must  take  certain  pre¬ 
cautions  to  prevent  Improper  com¬ 
ponents,  drug  product  containers,  and 
closures  from  becoming  a  part  of  t^  in¬ 
ventory  syst^.  Pix^r  examination,  in¬ 
cluding  testing,  where  appropriate,  of 
components,  in-process  materials,  drug 
product  containers,  and  closures,  and 
proper  control  of  these  materials 
throughout  their  use,  will  provide  added 
confidence  in  the  dn^  product.  Specific 
revisions  include: 

a.  In  proposed  8  211.80(a)  a  specific  re¬ 
quirement  is  added  for  written  pro¬ 
cedures  to  be  estaUished  and  followed  for 
the  control  of  components,  drug  product 
containers,  and  closiures. 

b.  Proposed  8  211.80(d)  requires  that 
an  identifying  code  be  assigned  and  used 
for  containers  of  components,  drug  lu’od- 
uct  containers,  and  closures  in  order  to 
provide  a  system  for  monitoring  th^ 
disposition. 

2.  Proposed  8  211.82(a)  is  reworded  to 
clarify  that  the  receiving  firm  i^aii  visu¬ 
ally  examine  the  container  of  each  com¬ 
ponent,  drug  product  contains,  and  (Oos- 
ure  upcHi  receipt  and  b^ore  acceptance. 


3.  In  pr(HX)sed  8  211.82(b)  the  require¬ 
ment  for  a  quarantine  area  for  imtested 
and  unrdeased  (xanponents,  drug  i^od- 
uct  containers,  and  closures  is  unequivo¬ 
cally  stated  here  and  supports  8  211.42 
(c),  which  requires  s^arate  areas  for 
certain  manufacturing  and  control 
functions. 

4.  Proposed  8  211.84  (b)  and  (c)  deal 
with  a  new  set  of  requirements  that  in¬ 
clude  specific  controls  to  assure  that  rep¬ 
resentative  samples  are  collected  and 
that  contamination  during  the  act  of 
sampling  is  imlikely.  Representative  sam¬ 
ples  are  to  be  collected  at  random  follow¬ 
ing  a  sampling  schedule  based  on  appro¬ 
priate  statistical  criteria. 

5.  Proposed  8  211.84(d)  (2)  extends  the 
requirement  for  testing  components  for 
conformance  to  specifications  to  include 
all  Ingredients,  both  active  and  Inactive. 
In  lieu  of  such  testing,  the  supplier’s  re¬ 
port  of  analysis  will  be  accepted  under 
stated  specified  conditions. 

Production  and  Process  Controls 

1.  In  proposed  8  211.101  a  series  of  re¬ 
quirements  are  specified  for  identifying 
component  containers  after  the  material 
is  r^oved  from  the  original  bulk  con¬ 
tainers,  and  for  weighing  conux>nents  for 
dispensing  to  manufacturing.  £^)ecifi- 
oally,  the  proposed  regulation  clarifies 
the  information  that  must  appear  on 
component  containers  for  dispensing  to 
manufacturing.  There  is  a  requir^nent 
to  examine  component  containers  dis¬ 
pensed  to  manufacturing  to  assure  that 
the  component  is  properly  rdeased  for 
use,  the  weight  or  measure  is  correct,  and 
the  containers  are  properly  identified  as 
outlined  in  this  section.  Also,  the  Com¬ 
missioner  proposes  to  formalize  a  long¬ 
standing  policy  of  FDA  and  most  drug 
manufacturers  to  require  each  batch  to 
be  formulated  with  the  intent  to  provide 
not  less  than  100  percent  of  the  labeled 
amount  of  the  active  ingredient. 

2.  Proposed  8  211.105(b)  includes  a  mi¬ 
nor  revisimi  intended  to  clarify  that  it  is 
only  major  equipment  used  during  pro¬ 
duction  that  must  be  Identifled.  This  re¬ 
vision  does  not  change  the  Int^t  of  the 
existing  COMP  regulations  but  merely 
recognizes  the  impracficality  of  identify¬ 
ing  every  i^ece  of  equipment  used  duri^ 
a  productl(Hi  period,  as,  for  example, 
portable  equipment  such  as  hand-held 
implements. 

3.  Proposed  88  211.110  and  211.165(d) 
include  revisions  to  specify  acceptable 
procedures  for  sampling  and  testing.  FDA 
recognizee  that  there  may  be  variability 
for  a  given  attribute  between  different 
classes  of  drugs,  between  similar  drug 
products  of  different  manufacturers,  and 
even  between  different  dosage  imits  of  the 
same  drug  product  from  a  single  manu¬ 
facturing  cycle.  Therefore,  no  single 
■sampling  and  acceptance  plan  may  be 
adequate  for  a  firm’s  entire  production. 
No  sampling  plan  lor  components,  in- 
process  materials,  or  drug  products  can 
assure  complete  freedom  from  the  risk 
of  accepting  a  batch  oi  the  drug  product 
that  contains  some  units  not  meeting 
established  chemical  or  physical  q;>eclfl- 


cations.  It  is  possible,  however,  through 
appropriate  application  of  statistical 
methodology,  to  devise  sampling  plans 
that  will  provide  a  high  probability  that 
lots  with  unacceptable  percentages  of 
defective  units  in  components,  in-proc- 
ess  materials,  or  drug  products  will  be 
rejected. 

For  in-process  material,  and  for  the 
drug  product  dw±ig  production,  the  pro¬ 
posal  requires  that  valid  in-process 
specifications  for  appropriate  character¬ 
istics  be  established.  Such  in-process 
specifications  shall  be  consistent  with 
established  specifications  for  the  fin¬ 
ished  drug  product  and  shall  be  derived 
from  previous  acceptable  process  aver¬ 
age  and  process  variability  estimates  de¬ 
termined  by  the  application  of  suitable 
statistical  procediures.  Examination  and 
testing  of  samples  taken  dining  produc¬ 
tion  shall  be  adequate  to  assure  that  the 
drug  product  and  in-process  materials 
conform  to  appropriate  in-process  spec¬ 
ifications. 

The  proposal  further  requires  that  ac¬ 
ceptance  criteria  that  include  appro¬ 
priate  specifications  and  statistical  qual¬ 
ity  control  criteria  be  developed  for  each 
drug  product.  Statistical  quality  control 
criteria,  including  an  Acceptable  Quality 
Level  (AQL)  and  an  Unacceptable  Qual¬ 
ity  Level  (UQL),  shall  be  assigned  to 
specifications  that  require  multiple  ex- 
mnination  or  testing  of  dosage  units  such 
as  the  weight  variation,  content  uni¬ 
formity,  disintegration,  and  dissolution 
of  drug  products.  Manufacturers  will  be 
required  to  establish  sampling  and  test¬ 
ing  procedures  to  assure  that  there  is 
no  greater  than  a  5  percent  probability 
of  acceptance  for  batches  whose  percent 
of  defective  units  exceeds  the  UQL  for 
each  appropriate  characteristic.  For 
those  product  quality  characteristics  re¬ 
quiring  multiple  testing  and  examina¬ 
tion,  this  requirement  may  be  satisfied 
through  the  utilization  of  drug  product 
testing,  statistical  quality  control  data 
developed  and  recorded  during  the  proc¬ 
essing  of  the  batch,  and  statistical  data 
derived  from  validation  studies  con¬ 
ducted  to  determine  the  variability  of 
the  manufacturing  processes.  The  estab¬ 
lishment  of  an  AQL  and  UQL  is  not  re¬ 
quired  for  testing  procedures  for  charac¬ 
teristics  such  as  batch  potency  (which  is 
based  on  a  composite  sample) ,  identifica¬ 
tion,  and  pH,  where  a  single  determina¬ 
tion  is  a  requirement  and  in-process 
procedures  are  properly  validated  and 
controlled.  Although  statistical  quality 
assurance  is  relatively  new  to  some  man¬ 
ufacturers,  these  procedures  are  cur¬ 
rently  used  by  many  manufactuers  as  a 
basis  for  the  sampli^  and  acceptance  of 
components,  in-process  materials,  and 
drug  products. 

FDA  recognizes  that  there  are  differ¬ 
ing  ccmc^tual  and  statistical  approaches 
to  the  gmeral  problem  of  estimating  with 
a  hiflh  iHX>babillty  of  cmrectness  the  ex¬ 
tent  to  tihich  individual  units  in  a  givra 
batch  meet  all  sq)proprlate  specifications. 
The  agmcy  also  recognizes  that  cartful 
attention  both  to  in-iMocess  contn^  and 
testing  and  to  aid-product  testing  is 
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necessary  for  adequate  quality  assur-  container  and  package  In  a  lot  has  the  that  the  label  bear  an  expiration  date 
ance  and  believes  that  regulatkms  requlr-  correct  labeling.  Hie  Cwnmissioner  finds  assigned  for  the  particular  formulation 


ing  such  controls  and  testing  are  aK>K>- 
priate.  Articulating  such  requirgnents. 
however,  has  proven  to  be  a  difficult 
problem  in  drafting  these  proposed  regu¬ 
lations,  and  controversy  over  the 
proach  and  language  proposed  herein  is 
anticipated.  The  Commissicmer  regn- 
phasizes  that  the  intent  of  the  good 
manufacturing  practice  regulations  is  to 
provide  clear,  unambiguous  standards 
that  are  scientifically  appropriate,  nec¬ 
essary  for  assiu^ce  of  the  quality  of 
drug  products,  and  enforceable.  He  spe¬ 
cifically  requests  all  interested  persons 
to  review  t^  section  of  the  regiilations 
to  assiure  that  the  proposed  regulations 
meet  these  innx>rtant  objectives.  He  also 
requests  that  those  who  disagree  with 
this  pr«HK>sed  section,  and/or  the  cor¬ 
responding  definitions,  provide  not  only 
th^  criticisms  but  also  reasoned  alter¬ 
native  approaches  and  clear  alternative 
language. 

4.  Proposed  §  211.111  requires  that, 
when  appropriate,  time  limits  for  the 
completion  of  each  stage  of  production  be 
established  so  that  the  quality  of  the 
drug  product  is  not  reduced.  It  is  well 
recognized  that  the  in-process  time  of 
particular  drug  products  can  create  cer¬ 
tain  manufacturing  difficulties.  For  ex¬ 
ample,  there  may  be  problems  associated 
wiUi  processes  used  for  the  production  of 
sterile  products,  drug  products  contain¬ 
ing  hygroscopic  ingredients,  and  drug 
products  containing  highly  volatile  com¬ 
ponents.  Manufacturers  must  establi^ 
procediures  to  eliminate  any  undue  delays 
in  the  production  of  products  susceptible 
to  a  quality  reduction  as  a  result  of  proc¬ 
essing  time. 

Packaging  and  Labeling  Control 

1.  In  proposed  §  211.122  the  general  re¬ 
quirements  for  labeling  include  specific 
reference  to  all  packaging  materials 
rather  than  just  to  the  labels.  Because 
mixups  in  packaging  materials  can  affect 
the  identity  or  integrity  of  the  packaged 
drug  product,  all  packaging  materials 
must  be  controlled  to  assure  that  only 
the  correct  materials  are  used.  This  sec¬ 
tion  also  requires  storage  of  labels  for 
different  products,  strengtiis,  dosage 
forms,  and  quantity  of  contents  in  sepa¬ 
rate  compartments  and  requires  control 
over  on-line  printing  devices. 

2.  Proposed  §  211.125(c)  expands  the 
former  requirement  for  reconciling  labels 
issued  and  used;  it  incluocs  a  require¬ 
ment  that  any  labels  returned  to  label 
storage  be  reconciled. 

3.  Proposed  §  211.125(e)  requires  con¬ 
trol  over  labels  returned  to  storage  after 
a  packaging  and  labeling  operation  to 
prevent  mixups. 

4.  Proposed  §  211.130(f)  requires  re¬ 
moval  of  packaging  and  labeling  mate¬ 
rials  from  the  finishing  areas  after  com¬ 
pletion  of  operations  to  prevent  mixups 
with  subsequent  operations. 

5.  Proposed  S  211.134(a)  requires  the 
examination  of  packaged  and  labeled 
drug  products  jduring  finishing  opera¬ 
tions  to  provide  assurance  that  every 


that  most  recalls  Involving  packaging  or 
lahttHng  opmTktlon  d^dencles  could  have 
been  avoided  if  each  drug  product  c<m- 
tainer  and  package  had  be^  adequately 
examined  for  the  correct  lab^  and  for 
the  proper  container  in  the  package  car¬ 
ton.  The  examination  of  dnig  products 
may  be  mechanical,  ^ectronic,  or  visual. 

6.  In  proposed  §  211.137  the  expira¬ 
tion  dating  is  revised  to  require  expira¬ 
tion  dating  for  all  drug  products.  Con¬ 
sumers  of  pharmaceuticals  have  a  vital 
Interest  in  having  those  products  main¬ 
tain  the  identity,  strength,  quality,  and 
purity  essential  to  r^der  them  safe  and 
effective  for  use.  The  stability  of  a  drug 
produat  during  the  p^od  of  time  be¬ 
tween  its  manufacture  and  its  delivery 
to  the  patient  can  have  a  major  influ¬ 
ence  on  such  identity,  strength,  quality, 
and  purity.  Many  factors  affect  drug 
product  stability.  These  include  the  sta¬ 
bility  of  the  active  ingredients,  the  in¬ 
teraction  of  active  and  inactive  ingredi¬ 
ents.  the  manufacturing  process,  the 
storage  conditions,  the  dosage  form,  the 
container  closure  system,  the  condi- 
ticms  under  which  the  drug  product  is 
shipped,  stored,  and  handled  by  whole¬ 
salers  and  retailers,  and  the  length  of 
time  between  initial  manufacture  and 
final  use.  Although  some  of  these  fac¬ 
tors  are  not  within  the  direct  control  of 
the  manufacturer,  the  use  of  expiration 
dating  by  the  manufacturer  will  encour¬ 
age  the  removal  of  outdated  or  aged 
stocks. 

This  matter  was  the  subject  of  a  con¬ 
ference  on  dating  pharmaceuticals  held 
in  1965  at  the  University  of  Wisconsin. 
(The  proceedings  were  published  in 
1970;  a  copy  has  been  placed  an  display 
in  the  office  of  the  Hearing  Clerk,  Pood 
and  Drug  Administration.)  At  the  con¬ 
ference,  a  number  of  papers  were  pre¬ 
sented  regarding  various  aspects  of  drug 
expiration  dating,  including  criteria  and 
methods  for  statistically  validating  ex¬ 
piration  dates  and  actual  experiences  of 
drug  manufacturers  regarding  current 
drug  dating  programs.  At  that  time, 
several  drug  manufacturers  had  con¬ 
cluded  that  drug  expiration  dating  for 
all  pharmaceuticals  is  desirable,  and 
voluntary  expiration  dating  for  all  their 
drug  products  had  been  initiated.  Sev¬ 
eral  major  pharmaceutical  manufac¬ 
turers  suggested  that  a  5-year  dating 
period  would  be  appropriate,  based  on 
their  experioices  with  respect  to  the  pe¬ 
riod  of  time  drug  products  are  likely  to 
remain  in  the  distribution  system,  and 
as  an  a];H>roximate  endpoint  at  which 
they  feel  a  replacement  of  the  aged  stock 
should  tNB  made. 

Many  drug  products,  such  as  antibi¬ 
otics,  biologies,  and  drugs  liable  to  de¬ 
terioration,  already  are  required  to  bear 
expiration  dates  based  on  appropriate 
stabUity  studies,  hi  addition,  the  “United 
States  Pharmacopeia”  (USP),  XIX.  at 
page  9,  and  the  “National  Formulary” 
(NF),  XIV.  at  page  17,  require,  in  the 
absence  of  a  specific  requirement  in  the 
Indlvidtial  monognq?h  for  a  dosage  form, 


and  package  of  the  article.  Originally 
the  effective  date  for  this  requii^nent 
was  July  1,  1975.  However,  the  USP 
Convention,  Inc.,  in  the  First  Interim 
Revision  Announcement  pertaining  to 
USP  XIX  and  NP  XIV,  deferred  the  ef¬ 
fective  date  of  that  requirement  to  Janu¬ 
ary  1,  1976.  Also,  as  previously  men¬ 
tioned,  a  number  of  msinufacturers  are 
voluntarily  establishing  expiration  dat¬ 
ing  for  most  or  all  of  their  drug 
products. 

TTierefore,  to  assure  that  a  drug  prod¬ 
uct  meets  its  standards  at  the  time  of  use. 
the  Commissioner  proposes  to  extend  the 
requirement  for  expiration  dating  to  all 
drug  products.  Because  of  the  many  fac¬ 
tors  affecting  drug  stability,  the  appro¬ 
priate  expiration  date  for  each  drug 
product  must  be  determined  by  suitable 
stability  studies.  While  an  arbitrary  ex¬ 
piration  date  of  5  years  for  those  drug 
products  not  requiring  a  shorter  period 
has  been  ad(H>ted  by  a  number  of  drug 
manufacturers,  the  Commissioner  does 
not  have  sufficient  information  at  this 
time  to  conclude  that  setting  a  specific 
maximum  expiration  dating  period  is 
suitable  or  even  desirable  for  all  drug 
establishments  and  for  all  drug  products. 
Further,  there  is  little  data  to  support  the 
view  that  the  individual  consumer  will  be 
better  served  by  a  maximum  expiration 
date  such  as  5  years,  compart  to  a 
longer  expiration  date  that  is  fully  sup¬ 
ported  by  stability  data  for  the  specific 
drug  product.  Recognizing  the  interest  of 
some  manufacturers  in  a  specific,  if 
arbitrary,  maximum  expiration  dating 
period  because  of  the  apparent  marketing 
advantages,  the  Cemunissioner  requests 
Information  and  data  showing  that  the 
establishment  of  an  arbitrary  date  (5 
years  or  any  other  time  period)  is  in  the 
interest  of  the  consumer.  The  regulation, 
as  proposed  in  §  211.137,  would  in  no  way 
prohibit  Individual  drug  firms  from 
adopting  a  uniform  maximum  5-year 
dating  period  for  their  own  drug  prod¬ 
ucts.  provided  stability  data  demonstrates 
that  the  5-year  dating  period  ia  valid. 
Also,  the  proposed  regulation  would  not 
prohibit  individual  drug  firms  from  ex¬ 
tending  the  expiration  date  for  their  own 
drug  products  at  any  time  prior  to  the 
original  expiration  date.  However,  any 
extension  of  an  expiration  date  must  be 
fully  supported  by  stability  data  for  the 
specific  drug  product,  and  the  labeling 
thereon  must  be  revised  to  comply  with 
the  requirements  of  S  '  T.17  (21  CFR 
201.17). 

Because  of  the  addition  of  proposed 
§  211.137,  ithas  been  necessary  to  propose 
a  revisi<xi  of  §  201.17  of  the  labeling  regu¬ 
lations.  Proposed  S  201.17  requires  that 
the  expiration  date  of  a  drug  product  ap¬ 
pear  on  the  immediate  drug  product  con¬ 
tainer.  the  outer  retail  pack^e  labeling, 
and  the  shipping  carton.  However,  when 
single-dose  containers  are  packed  in  in- 
dividuai  cartons,  the  expiratkm  date  may 
properly  appear  on  such  cartoos  rather 
than  (»  the  Immediate  drug  product 
ctmtainers. 
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Holding  and  Distribution 

1.  Proposed  S  211.142  establishes  mini¬ 
mum  storage  requlronents  for  drug  prod¬ 
ucts  before  and  after  release  for  distribu¬ 
tion  by  the  quality  control  unit. 

2.  Propos^  §  211.150  Is  revised  to  re¬ 
quire  a  written  procedure  by  which  dis¬ 
tribution  of  each  lot  of  a  drug  product 
can  be  determined. 

Laboratory  Controls 

1.  Proposed  §  211.160  requires  that 
laboratory  controls  include  the  establish¬ 
ment  of  scientifically  soimd  and  appro¬ 
priate  specifications,  standards,  and  test 
procedures  to  assure  that  components, 
drug  product  containers,  closures.  In- 
process  materials,  and  drug  products  con¬ 
form  to  appropriate  standards  of  identity, 
strength,  quality,  and  purity. 

2.  Proposed  §  211.165(f)  requires  that 
laboratory  reference  standards  be  prop¬ 
erly  stored  and  tested  to  assure  their  con¬ 
formance  to  appropriate  specifications. 
They  must  be  properly  identified  and  re¬ 
tested  when  necessary.  Although  this  re¬ 
quirement  has  always  been  considered 
current  good  manufacturing  practice,  it 
was  not  previously  explicit  in  the  regula¬ 
tions. 

3.  In  proposed  §  211.170  a  reserve 
sample  of  essentially  all  components  is 
required.  Previously,  only  reserve  samples 
of  active  Ingredients  were  required.  Any 
ingredient,  even  though  not  pharma¬ 
cologically  active,  may  affect  the  drug 
product  and  should  be  retained  for  any 
necessary  followup  investigation.  Sam¬ 
ples  of  components  such  as  solvents  that 
do  not  appear  in  the  finished  dosage 
form,  compressed  gases,  and  water  need 
not  be  retained. 

4.  Proposed  §  211.176  revises  the  regu¬ 
lations  to  delete  any  allowance  for  peni¬ 
cillin  contsunlnation  of  non-penicillin 
products.  The  tolerance  for  penicillin 
contamination  was  based  (xi  evidence  of 
cross-contamination  of  drug  products  in 
plants  where  penicillin  products  were 
manufactured  using  ccxnmon  facilities 
and  equiixnent  and  on  the  public  health 
hazard  that  this  presented.  A  review  of 
the  data  for  non-penicillin  drug  products 
for  the  past  several  years  indicates  that 
almost  all  of  the  samples  analyzed  have 
been  free  from  penicillin  contamination. 
Based  on  these  data,  the  Commissicmer 
concludes  that  penicillin  cross-contami¬ 
nation  is  completely  avoidable  by  prac¬ 
tical  manufacturing  means. 

Records  and  Reports 

1.  Proposed  §  211.180(a),  which  covers 
all  production,  control,  and  distribution 
records,  ^)ecifies  that  all  records  required 
by  the  relations  that  are  batch-related 
must  be  retained  for  at  least  2  years  af¬ 
ter  the  expirtation  date  of  the  batch. 

2.  Proposed  S  211.180(c)  requires  that 
all  records  or  copies  ot  such  records  under 
Subpart  I  of  the  proposal  be  available  for 
inspection  during  the  retention  period  at 
the  establishment  where  the  activities 
described  in  such  records  occurred.  The 
Commissioner  concludes  that  th^  is  a 
need  for  this  requlrment  since  FDA  has 
exp^lenced  sc»ne  dlfBculty  in  obtaining 
and  reviewing  records  that  were  not  kept 


at  the  manufacturing  site.  This  includes 
manufacturing  and  control  records,  dis¬ 
tribution  records,  and  complaint  files. 

3.  Proposed  S  211.180(d)  provides  that 
certain  Information  required  to  be  main¬ 
tained  by  manufacturers  be  compiled 
and  evaluated  on  a  regular  basis.  The 
Commissioner  recognizes  that  most  man¬ 
ufacturers  periodically  review  historical 
data  such  as  production,  quality  control, 
and  analytical  data,  as  well  as  complaint 
and  distribution  records,  to  identify 
product  variance  and  to  update  quality 
standards.  Since  this  kind  of  drug  prod¬ 
uct  data  analysis  is  being  accomplished 
in  various  ways,  the  Commissioner  pro¬ 
poses  that  a  summary  of  such  informa¬ 
tion  and  evaluation  be  prepared  and 
maintained  for  review  at  least  annually 
by  the  manufacturer.  Such  Information 
shall  be  available  for  review  by  FDA  dur¬ 
ing  establishment  inspections. 

4.  Proposed  §  211.180(e)  requires  that 
procedures  be  established  to  assm*e  that 
responsible  corporate  officials  of  a  firm 
are  notified  in  writing  of  possible  drug 
product  defects  and  other  CGMP-related 
matters  such  as  reports  of  inspectional 
observations  issued  by  FDA  and  regula¬ 
tory  actions.  The  Commissioner  finds  it 
essential  for  appropriate  responsible 
management  personnel  to  be  aware  of 
possible  failures  of  drug  products  to  meet 
established  specificaticms. 

5.  Propos^  §  211.182  requires  that 
equipment  logs  chronologically  docu¬ 
menting  the  use  and  cleaning  of  the 
equipment  be  maintained.  The  Commis¬ 
sioner  finds  that  this  practice  has  been 
extremely  useful  in  quickly  identifying 
batches  that  need  to  be  investigated  to 
determine  the  extent  of  a  mixup  or  other 
problem.  Maintaining  this  log  is  consid¬ 
ered  a  good  manufacturing  practice  and 
is  therefore  required  in  these  proposed 
regulations. 

6.  Proposed  §  211.184(a)  expands  the 
existing  requirements  for  component  rec¬ 
ords  to  include  more  information  regard¬ 
ing  the  component  and  the  name  and  lo¬ 
cation  of  the  prime  manufacturer  of  the 
component,  if  different  from  the  sup¬ 
plier,  and  if  known. 

7.  Proposed  §  211.184(d)  requires  doc¬ 
umentation  of  inspection  of  labeling  ma¬ 
terials.  Currently,  documentation  is  not 
specifically  required  in  the  regulations. 

8.  Pix^xjsed  §  211.186(a)  deletes  the 
requirement  that  the  master  production 
and  control  records  be  initialed  and  in¬ 
stead  requires  that  such  records  contain 
the  full  signature,  handwritten.  The 
Commissioner  finds  that  a  requirement 
for  a  handwritten  full  signature,  rather 
than  initials  as  currently  required,  will 
add  emphasis  to  the  importance  of  this 
procedure  and  will  perniit  ready  identi¬ 
fication  of  those  persons  who  have  per¬ 
formed  such  duties. 

9.  Pr(HJOsed  §  211.186(b)  (7)  requires 
manufacturers  to  establish  tolerances  for 
deviation  from  the  theoretical  yield  and 
to  investigate  any  deviation  exceeding 
the  tolerance. 

10.  Proposed  §  211.188(b)  specifies  cer¬ 
tain  information  that  must  be  a  i>art  of 
the  batch  producticm  and  control  records. 
Required  information  being  proposed  in¬ 


cludes:  (1)  Proof  that  the  packaging  and 
labeling  area  was  inspect^  before  and 
after  use;  (2)  a  statement  of  percentage 
of  theoretical  yield  at  all  major  stages 
of  processing;  (3)  labeling  control  rec¬ 
ords,  including  labeling  specimens;  and 
(4)  any  sampling  performed. 

11.  Proposed  §  211.194  specifies  those 
records  that  are  to  be  maintained  in 
documenting  the  work  performed  iir  the 
laboratory.  While  there  has  always  been 
a  requirement  that  complete  laboratory 
records  be  maintained  on  each  batch  of 
drug  produced,  there  are  other  data  gen¬ 
erate  by  the  laboratory  that  are  not 
batch-related  and  that  need  to  be  re¬ 
corded  and  maintained.  Furthermore, 
the  revision  more  precisely  defines  spe¬ 
cific  information  generated  by  the  labo¬ 
ratory  (both  batch-related  and  non¬ 
batch-related)  that  must  be  retained  so 
that  laboratory  (xierations  are  docu¬ 
mented  and  can  thereby  be  considered 
complete.  Hie  Commissioner  finds  that 
the  recordkeeping  requirements  proposed 
in  the  revision  currently  are  being  widely 
practiced  in  the  drug  Industry.  Addition¬ 
ally,  the  Commissioner  wishes  to  identify 
the  basic  laboratory  data  that  are  of 
primary  importance.  This  parallels  the 
identification  of  basic  production  opera¬ 
tions  that  previously  have  been  indicated 
in  the  CGMP  r^ulations.  The  Commis¬ 
sioner  believes  that  such  statements  of 
specific  requirements  are  of  particular 
importance  to  firms  that  provide  ancil¬ 
lary  services  to  drug  manufacturers.  In 
this  proposal,  laboratory  records  are  re¬ 
quired  to  contain,  among  other  things, 
the  following  data: 

a.  The  source,  quantity,  and  identity 
of  the  sample  received  for  toting. 

b.  Hie  identity  of  the  methods  used  in 
each  analysis  or  test,  including  any  mod¬ 
ification  thereof. 

c.  The  amount  of  sample  used  in  each 
analysis  or  test, 

d.  The  data  obtained  during  each 
analysis  or  tes.t. 

e.  All  calculations  performed  in  con¬ 
nection  with  each  analysis  or  test. 

f.  A  full  explanation  of,  and  justifica¬ 
tion  for,  any  modification  of  established 
methods  of  assay. 

g.  The  results  of  each  analysis  or  test 
performed. 

h.  The  identity  of  the  persons  perform¬ 
ing  and  reviewing  each  test,  and  related 
data  including  the  date  each  was  per¬ 
formed. 

12.  Proposed  §  211.198  specifies  more, 
clearly  how  complaints  regarding  drug 
products  are  to  be  handled.  The  Com¬ 
missioner  recognizes  that  it  is  not  pos¬ 
sible  to  foresee  and  identify  every  pos¬ 
sible  type  of  complaint  that  could  be 
made  regarding  a  drug  product.  Many 
complaints  may  involve  a  possible  prod¬ 
uct  defect  and  will  require  an  investiga¬ 
tion  with  laboratory  testing.  Other  com¬ 
plaints  may  require  followup  by  medical 
professionals.  For  still  others,  neither 
laboratory  nor  medical  investigation  may 
be  appropriate.  Therefore,  the  Cwnmis- 
sioner  proposes  to  require  that  all  written 
and  oral  complaints  be  reviewed  and  that 
a  determination  be  made  whether  an  in¬ 
vestigation  is  necessary.  In  the  case  of  a 
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possible  failure  of  a  drug  product  to  meet 
any  of  Its  specifications,  an  Investlgatlcm 
under  the  procedures  described  in  §  211. 
192  is  required.  Written  records  of  the 
investigatioa  are  required,  and  where  an 
evaluation  of  the  complamt  results  in  a 
decision  that  no  Investigation  is  neces¬ 
sary,  the  records  must  show  the  reason 
and  the  name  of  the  person  making  that 
determination. 

Returned  and  Salvaged  Drug  Products 

Proposed  5  211.208  was  previously  pro¬ 
posed  in  the  Federal  Register  of  January 
16,  1975  (40  FR  2822) .  This  proposal  also 
Included  a  revision  of  paragitqih  (b)  and 
the  addition  of  a  new  paragraph  (k)  to 
§  207.3  in  Subpart  A  of  Part  207  (21  CFR 
Part  207)  and  a  revision  of  paragraph 
(a)  of  §  207.20  in  Subi>art  B  of  Part  207. 
The  27  comments  received  regarding  that 
propK)sal  are  currently  imder  review.  Tlie 
Commissioner  has  concluded  that  this 
proposal  should  be  reproposed  herein, 
with  minor  revisions  in  order  that  inter¬ 
ested  persons  may  comment  in  light  of 
the  revision  of  the  entire  CGMP  regula¬ 
tions.  The  Commissioner  will  reply  to 
those  comments  already  received  on  the 
January  16, 1975  proposal  at  the  time  the 
final  regulati<m  on  this  proposed  revision 
of  the  CXIMP  regulations  is  published  in 
the  Federal  Register.  There  is  no  need  to 
resubmit  comments  already  filed. 

In  reviewing  the  CGMP  regulations, 
the  Commissions  finds  that  §  229.25  is 
no  longer  necessary  because  of  amend¬ 
ments  to  section  351  of  the  Public  Health 
Service  Act  on  October  30,  1970  (Pub.  L. 
91-515, 84  Stat.  1308  (42  U.S.C.  262) )  and 
because  the  regulation  of  all  biologies  for 
human  use  is  now  the  responsibility  of 
FDA.  Thus,  the  statutory  language  of 
the  Public  Health  Service  Act,  the  Fed¬ 
eral  Food,  Drug,  and  Cosmetic  Act,  and 
r^nilations  promulgated  under  each  act 
clearly  regulate  the  manufacturing  prac¬ 
tice  of  biologies.  Including  whole  blood, 
red  blood  c^,  and  allergenic  products. 
Therefore,  the  Commissioner  proposes 
to  revoke  §  229.25. 

The  Commissioner  Intends  that  the 
regulations  proposed  in  Parts  201,  207, 
210,  and  211  shall  become  effective  6 
months  after  the  date  of  publication  of 
the  final  regulation  in  the  Federal  Reg¬ 
ister.  The  proposal,  as  it  applies  to  Part 
229,  would  become  effective  30  days  after 
the  date  of  publication  of  the  final  reg¬ 
ulation  in  the  Federal  Register. 

The  Commissioner  advises  that  publi¬ 
cation  of  this  proposal  to  revise  the 
CXIMP  regulations  in  no  way  affects  the 
applicability  or  eneforc^ent  of  those 
(X3MP  regulaticms  presently  in  effect 
imder  Parts  210  and  211  (21  CFR  Parts 
210  and  211).  The  Commissioner  partic¬ 
ularly  advises  that  the  regulation  on  as¬ 
bestos-form  particles  in  drugs  for  paren¬ 
teral  injection,  published  in  the  Federal 
Register  of  March  14,  1975  (40  FR 
11865),  remains  in  fun  force  and  ^ect, 
and  that  the  comidlance  dates  stated 
therein  remain  unchanged. 

The  Cihmmlssloner  has  car^ully  con¬ 
sidered  the  infiatlon  impact  of  the  pro¬ 
posed  regulation  and  no  major  infiatlon 
Impact  has  been  found,  as  defined  in  Ex¬ 


ecutive  (hrder  11821,  OMB  Circular  A- 
107,  aiid  interim  guidelines  issued  April  1, 
1975  by  the  Department  of  Health,  Edu- 
catlcm,  and  Wellare.  A  copy  of  the  USA 
Inflation  impact  assessment  and  other 
pertinrat  background  data  on  which  the 
Commissioner  rdles  in  proposing  this 
regulation  is  <m  file  with  the  Hesudng 
Clerk,  Food  and  Drug  Admlnistratbm. 

Therefore,  under  the  Federal  Food. 
Drug,  and  Cosmetic  Act  (secs.  501,  502, 
505,  506,  507,  510,  701.  52  Stat.  1049-1052 
as  amoved,  1055-1056  as  amended.  76 
Stat.  794  as  amended  (21  n.S.C.  351.  352. 
355.  356.  357,  360,  371))  and  the  Drug 
Listing  Act  of  1972  (Pub.  L.  92-387;  86 
Stat.  559-562)  and  under  the  authority 
ddegated  to  him  (21  CFR  2.120),  the 
Cmnmissionor  of  Food  and  Drugs  pro¬ 
poses  that  Parts  201,  207,  210,  211,  and 
229  be  amended  as  follows: 

PART  201— LABEUNG 

1.  By  revising  §  201.17  in  Part  201  to 
read  as  follows: 

§  201.17  Drugs;  location  of  expiration 
date. 

The  expiration  date  of  a  drug  product, 
required  by  §  211.137  of  this  chapter, 
shsill  appear  on  the  immediate  drug  prod¬ 
uct  container,  the  out»  retail  package 
labeling,  and  the  shipping  carton.  How¬ 
ever.  when  single-di^  containers  are 
packed  in  individual  cartems,  the  expira¬ 
tion  date  may  properly  appear  on  the  in¬ 
dividual  carton  instead  of  the  immediate 
product  container. 


PART  207— REGISTRATION  OF  PRO¬ 
DUCERS  OF  DRUGS  AND  LISTING  OF 
DRUGS  IN  COMMERCIAL  DISTRIBU¬ 
TION 

2.  By  revising  paragraph  (b)  and  add¬ 
ing  a  new  paragraph  (k)  in  §  207.3  in 
Part  207  to  read  as  follows : 

§  207.3  Definitions. 

•  •  •  •  « 

(b)  “Establishment”  means  a  place  of 
business  under  one  management  at  one 
general  physical  location.  The  term  in¬ 
cludes,  among  others,  independent  lab¬ 
oratories  that  engage  in  control  activities 
for  registered  drug  establishments,  e.g.. 
“consulting”  laboratories,  manufacturers 
of  medicated  feeds  and  oif  vitamin  prod¬ 
ucts  that'  are  “drugs”  within  the  mesming 
of  section  201(g)  of  the  act,  human  blood 
donor  enters,  animal  facilities  used  for 
the  production  or  control  testing  of  li¬ 
cense  biologicals,  and  establishments 
engaged  in  the  salvaging  (ff  drug  prod¬ 
ucts. 

•  *  •  •  • 

(k)  “Drug  product  salvaging”  is  the 
act  of  segregating  drug  products  that 
may  have  been  subjected  to  prolonged 
or  improper  storage  or  to  abnormal  en¬ 
vironmental  conditions  such  as  extremes 
of  temperature,  humidity,  smoke,  fumes, 
pressure,  age.  or  radiation  for  the  pur¬ 
pose  of  returning  some  all  of  the  prod¬ 
ucts  to  the  marke^lace. 

§  207.20  [Amended] 

3.  By  amending  S  207.20  in  Subpart  B 
of  Part  207  by  adding  a  comma  and  the 


phrase  “nor  is  drag  listing  required  for 
establishments  engaged  in  the  salvaging 
of  drug  products"  b^ore  the  period  at 
the  end  of  paragraph  (a) . 


PART  210— CURRENT  GOOD  MANUFAC¬ 
TURING  PRACTICE  IN  MANUFACTUR¬ 
ING.  PROCESSING.  PACKING,  OR 

HOLDING  OF  DRUGS:  GENERAL 

4.  By  revising  Part  210  to  read  as  fol¬ 
lows: 

Sec. 

210  J  Status  of  current  good  manufacturing 
practice  regulatimis. 

210J2  AppUcabUlty  of  current  good  manu¬ 
facturing  practice  reguUttons. 

210.3  Definitions. 

AxTTHORrrr:  Secs.  501,  701,  62  Stat.  1040- 
1060  as  amended,  1066-1066  as  amended  (21 
UjS.a361,  371). 

§  210.1  Status  of  rmrent  good  manufae- 
tnring  practice  regulations. 

(a)  The  regulations  set  forth  in  Parts 
210  through  229  of  this  chapter  contain 
the  minim  lun  current  good  manufactur¬ 
ing  practice  for  methods  to  be  used  in. 
and  the  facilities  or  controls  to  be  used 
for.  the  manufacture,  processing,  pack¬ 
ing,  or  holding  of  a  drug  product  to  as¬ 
sure  that  such  drug  product  meets  the 
requirements  of  the  act  as  to  safety,  and 
has  the  identity  and  strength  and  meets 
the  quality  and  purity  characteristics 
that  it  purports  or  is  repres^ted  to 
possess. 

(b)  The  failure  to  c<»nidy  with  any 
regulation  set  forth  in  Parts  210  through 
229  of  this  chapter  in  the  manufacture, 
processing,  packing,  or  holding  of  a  drug 
product  shall  render  such  drug  product 
to  be  adulterated  under  srotlon  501(a) 
(2)  (B)  of  the  act  and  such  drug,  as  well 
as  the  person  who  is  responsible  for  the 
failure  to  comply,  shall  be  subject  to 
regulatory  action. 

§  21(L2  Applicability  of  current  good 
mannfactnring  practice  regulations. 

The  regulatimis  in  this  part  and  in 
Parts  211  through  229  of  this  chapter  as 
they  may  pertain  to  drug  products,  and 
In  Parts  600  through  680  of  this  chapter 
as 'they  may  pertain  to  biological  drug 
products,  shall  be  considered  to  supple¬ 
ment.  not  supersede,  each  other,  unless 
the  regulations  explicitly  provide  other¬ 
wise.  In  the  event  that  it  Is  Impossible 
to  comply  with  aU  aiH)llcable  regulations 
In  these  parts,  the  regulations  specific¬ 
ally  applicable  to  the  drug  product  in 
question  shall  sui>ersede  the  more  gen¬ 
eral. 

§  2103  DefinitioiM. 

(a)  The  following  definitions  of  terms 
apply  to  Parts  210  through  229  of  this 
chapter. 

(b)  The  terms  are  as  foUows: 

(1)  “Act”  means  the  Federal  Food, 
Drug,  and  CToemetic  Act,  as  amended  (21 
U.8.C.  301) . 

(2)  “Batch"  means  a  specific  qnaatitar 
of  a  drug  that  has  untform  (diaracter  and 
quality,  within  spedfled  limits,  and  la 
produced  according  to  a  sinide  manufac- 
tuiing  order  during  the  same  cycle  of 
manufacture. 
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(3)  “Cwnponent”  means  any  Ingredi¬ 
ent  intended  for  use  In  the  manufacture 
of  a  drug  product,  including  those  that 
may  not  appear  In  such  drug  product. 

(4)  “Drug  product"  means  a  finished 
dosage  form,  e.g.,  tablet,^  capsule,  solu¬ 
tion,  etc.,  that  contains  the  active  drug 
ingredient  generally,  but  not  necessarily, 
in  association  with  inactive  ingredients. 

(5)  “Fiber”  means  any  particle  with 
a  length  at  least  three  times  greater  than 
its  width. 

(6)  “Non-flber-releasing  filter”  means 
any  filter,  which  after  any  apropriate 
pretreatment  such  as  washing  or  fiush- 
ing,  will  not  release  fibers  into  the  com¬ 
ponent  or  drug  product  that  is  being  fil¬ 
tered.  All  filters  composed  of  asbestos  or 
glass  fibers  are  deemed  to  be  fiber-releas¬ 
ing  filters. 

(7)  “Active  ingredient”  means  any 
component  that  is  intended  to  furnish 
pharmaccdogical  activity  or  other  direct 
effect  in  the  diagnosis,  cure,  mitigation, 
treatment,  or  prevention  of  diseases,  or 
to  affect  the  structure  or  any  function 
of  the  body  of  man  or  other  animals. 
The  term  includes  those  components  that 
may  undergo  chemical  change  in  the 
manufacture  of  the  drug  product  and  be 
present  in  the  drug  product  in  a  modified 
form  intended  to  furnish  the  specified 
activity  or  effect. 

(8)  “Inactive  ingredient”  means  any 
Ingredient  other  than  an  “active  ingre¬ 
dient”  present  in  a  drug  product. 

(9)  “In-process  materials”  include  any 
materials  fabricated,  compounded, 
blended  or  derived  by  chemical  reaction 
that  are  subsequently  used  in  the  prep¬ 
aration  of  the  drug  product. 

(10)  “Lot”  means  a  batch,  or  a  specific 
Identified  portion  of  a  batch,  having 
imiform  character  and  quality  within 
specified  limits;  or,  in  the  case  of  a  drug 
product  produced  by  continuous  process, 
it  is  a  specific  identified  amount  produced 
in  a  unit  of  time  or  quantity  in  a  manner 
that  assures  its  having  uniform  charac¬ 
ter  and  quality  within  specified  limits. 

(11)  “Lot  number,  control  number,  or 
batch  niunber”  means  any  distinctive 
combination  of  letters  or  numbers„..or 
both,  from  which  the  complete  history 
of  the  manufacture,  processing,  packing, 
holding,  and  distribution  of  a  batch  or  lot 
of  drug  product  can.be  determined. 

(12)  “Manufacture,  processing,  pack¬ 
ing,  or  holding  of  a  drug  product”  In¬ 
cludes  packaging  and  labeling  operations, 
testing,  and  quality  control  of  drug 
products. 

(13)  “Medicated  feed”  means  any 
"complete  feed,”  “feed  additive  supple¬ 
ment,”  or  “feed  additive  concentrate”  as 
defined  in  S  121.200  of  this  chapter  and 
Is  a  feed  that  contains  one  or  more  drugs 
as  defined  in  section  201(g)  of  the  act. 
Medicated  feeds  are  subject  to  Part  225 
of  this  chapter.  ^ 

(14)  “Medicated  premix”  means  a  sub¬ 
stance  that  meets  the  definition  in  §  121.- 
200  of  this  chapter  for  a  “feed  additive 
premix,”  except  that  it  (xmtains  one  or 
more  drugs  as  defined  in  section  201(g) 
of  the  act  and  is  Intended  for  manu¬ 
facturing  \ise  In  the  production  of  a 


medicated  feed.  Medicated  premixes  are 
subject  to  Part  226  of  this  chapter. 

(15)  "Quality  control  unit”  means  any 
person  or  organizational  element  desig¬ 
nated  by  the  firm  to  perform  the  duties 
relating  to  quality  control. 

(16)  “Straigth”  means: 

(1)  The  concentration  of  the  drug  sub¬ 
stance  (e.g.,  weight/weight,  weight/ 
volume,  or  unit  dose/volume  basis) , 
and/or 

(ii)  The  potency,  l.e.,  the  therapeutic 
activity  of  the  drug  product  as  Indicated 
by  appropriate  laboratory  tests  or  by 
adequately  developed  and  controlled 
clinical  data  (expressed,  for  example.  In 
terms  of  units  by  reference  to  a 
standard) . 

(17)  “Theoretical  yield”  means  the 
quantity  that  would  be  produced  at  any 
stage  of  manufacture,  processing  or 
packing  of  a  particular  drug  product, 
based  upon  the  quantity  of  components 
to  be  used.  In  the  absence  of  any  loss 
or  error  in  actual  production. 

(18)  “Actual  yield”  means  the  quan¬ 
tity  that  is  actually  produced  at  any 
stage  of  manufactme,  processing,  or 
packing  of  a  particular  dnig  product. 

(19)  “Percentage  of  theoretical  yield” 
means  the  ratio  of  the  actual  yield  (at 
any  stage  of  manufacture,  processing,  or 
packing  of  a  particular  drug  product)  to 
the  theoretic^  yield  (at  the  same  stage) , 
stated  as  a  percentsige. 

(20)  The  definitions  and  interpreta¬ 
tions  contained  in  section  201  of  the  act 
shall  be  applicable  to  such  terms  whm 
used  in  the  regulations  in  Parts  210 
through  229  of  this  chapter. 

(21)  “Acceptance  criteria”  means  the 
product  specifications  and  the  associated 
sampling  plan  that  are  necessary  for 
making  a  decision  to  accept  or  reject  a 
lot  or  batch  (or  any  other  convenient 
subgroups  of  manufactured  units) . 

(22)  “Acceptable  quality  level  (AQL)  ^ 
means,  in  a  sampling  plan,  the  highest 
percent  of  defective  units  for  each  ap¬ 
propriate  product  characteristic  that  is 
acceptable  as  a  process  average.  It  is  the 
lot  or  batch  quality  level  associated  with 
a  high  probability  of  acceptance,  usually 
95  percent. 

(23)  “Unacceptable  quality  level 
(UQL)  ”  means,  in  a  sampling  plan,  that 
percent  of  defective  units  for  which  there 
is  a  defined  low  probability  of  acceptance 
for  a  lot  or  batch.  The  term  UQL  is  sy¬ 
nonymous  with  the  trade  term  Lot  Tol¬ 
erance  Percent  Defective  (LTPD) . 

(24)  “Representative  sample”  means  a 
sample  that  consists  of  a  number  of  units 
drawn  at  random  from  each  part  of  a 
lot  or  batch  to  assure  that  the  sample 
accurately  represents  the  lot  or  batch. 

PART  211— CURRENT  GOOD  MANUFAC- 
TURNING  PRACTICE  FOR  DRUG  PROD¬ 
UCTS 

5.  By  revising  Part  211  to  read  as 
follows: 

Subpart  A— General  Proviaions 
211.1  Scope  of  Part  211. 


Sec. 

21112  Drug  products,  manufacturing  prac¬ 
tice. 

211.3  Definitions. 

Subpart  B — Organization  and  Personnel 
211.22  Be^onslbUity  of  quality  control 
unit. 

211.26  Personnel  qualifications. 

211.28  Personnel  responsibilities. 

211.34  Consultants. 

Subpart  C — Buildings  and  Facilltiea 
211.42  Design  and  construction  features. 
211.44  Ugbting. 

211.46  Ventilation,  air  filtration,  air  heat¬ 
ing  and  cooling. 

211.48  Plumbing. 

211.60  Sewage  and  refuse. 

211.62  Washing  and  toUet  facilities. 

211.64  Animal  facilities. 

211.66  Sanitation. 

211.58  Maintenance. 

Subpart  D — Equipment 

211.63  Equipment  design,  size,  and  loca¬ 

tion. 

211.65  Equipment  construction. 

211.67  Equipment  cleaning  and  mainte¬ 

nance. 

211.68  Equipment  calibration. 

211.72  FUters. 

Subpart  E— Control  of  Componenta,  Drug  Prod¬ 
uct  Containers,  Closures,  and  In-process 
Materials 

211.80  General  requirements. 

211.82  Receipt  and  storage  of  untested 

components,  drug  product  con¬ 
tainers,  and  closures. 

211.84  Testing  and  approval  or  rejection  of 
components,  drug  product  con¬ 
tainers,  and  closures. 

211.86  Use  of  approved  con^nents,  drug 

product  containers,  and  closures. 

211.87  Retesting  of  approved  components, 

drug  product  containers  and 
closures. 

211.88  Testing  of  in-process  materials. 

211.89  Rejected  components,  drug  product 

containers,  closures,  and  in-proc¬ 
ess  materials. 

211.94  Drug  product  containers  and  do- 
sxures. 

2 1 1 .96  Documentation  of  controls. 

Subpart  F— Production  and  Process  Controls 

211.100  Written  procedures;  deviations. 

211.101  Charge-in  of  components. 

211.102  Manufacturing  Instructions. 

2 1 1 .103  Calculation  of  yield. 

211.105  Equipment  Identification. 

211.110  Sampling  of  in-process  materials 

and  drug  products. 

211.111  Time  limitations  on  production. 

211.112  Sanitation  of  equipment. 

211.113  Prevention  of  microbiological  con¬ 

tamination. 

211.115  Reprocessing. 

Subpart  G — Packaging  and  Labeling  Control 

211.122  Materials  examination  and  usage 
criteria. 

211.125  Labeling  Issuance. 

211.130  Packaging  and  labeling  operations.  . 
2 1 1 . 1 34  Drug  product  Inspection. 

211.137  Expiration  dating. 

Subpart  H — Holding  and  Distribution 

211.142  Warehousing  procedvires. 

211.160  Distribution  procedures. 

Subpart  I — Laboratory  Controls 

211.160  (jleneral  requirements. 

211.165  Testing  and  rdease  tar  marketing. 

211.166  Stability  testing. 

211.167  Special  testing  requirements. 

211.170  Reserve  samples. 
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Sec. 

211.173  tatx>n,toxy  animals. 

211.176  PenldlUn  contamination. 

Subpait  J — Records  and  Reports 

211.180  General  requirements. 

211.182  Equipment  cleaning  and  use  log. 
211.184  C<»n^nent,  drug  product  contain* 
er,  closure,  and  labeling  records. 
211.186  Mastw  production  and  contrd  rec¬ 
ords. 

211.188  Batch  production  and  control  rec¬ 
ords. 

211.192  Production  record  review. 

211.194  Laboratory  records. 

211.196  Distribution  records. 

211.198  Oonq>lalnt  flies. 

Subpart  K — Returned  and  Salvaged  Drug 
'  Products 

211.204  Returned  drug  products. 

211.208  Drug  product  salvaging. 

Autrcmutt;  Secs.  601,  701,  63  Stat.  1049- 
1050  as  amended,  1056—1066  as  amended  (21 
UB.C.  361,  871). 

Subpart  A — General  Provisions 
§  211.1  Scope  of  Part  211. 

(a)  The  regulations  in  this  part  con¬ 
tain  the  minimum  current  good  manu¬ 
facturing  practice  for  preparation  of  any 
drug  product  for  administration  to 
humans  or  animals. 

(b)  The  current  good  manufacturing 
practice  regulations  in  Subchapter  C  of 
this  chapter,  as  they  pertain  to  drug 
products,  and  in  Parts  600  through  680 
of  this  chapter,  as  they  pertain  to  biologi¬ 
cal  drug  products,  shall  be  considered  to 
supplement,  not  supersede,  the  regula¬ 
tions  in  this  part  unless  the  regulations 
explicitly  provide  otherwise.  In  the  event 
it  is  impossible  to  comply  with  applicable 
regulations  both  in  this  part  and  in  other 
parts  of  Subchapter  C  of  this  chapter  or 
in  Psuis  600  through  680  of  this  chapter, 
the  regulation  specifically  applicable  to 
the  drug  product  in  question  shall  super¬ 
sede  the  regulation  in  this  part. 

§  211.2  Drug  products;  manufacturing 
practice. 

(a)  The  regulations  in  this  part  per¬ 
mit  the  use  of  precision  automatic,  me¬ 
chanical,  or  electronic  equipment  in  the 
manufacture,  processing,  packing,  apd 
holding  of  drug  products. 

(b)  Use  of  computers  in  the  manufac¬ 
ture,  processing,  packing,  and  holding  of 
drug  products  is  also  permitted.  Appro¬ 
priate  controls  shall  be  exercised  ovwr 
computer  operations  to  assure  that 
changes  in  master  production  and  con¬ 
trol  records  or  other  records  are  in¬ 
stituted  only  by  authorized  piersonnel. 
Reproductions  of  formulas  or  other  re¬ 
cords  or  data  from  the  computer  shall  be 
checked  for  accuracy.  A  backup  file  of 
hard  copy  data  entered  into  the  com¬ 
puter  shall  be  maintained  except  where 
certain  hard  copy,  such  as  calculations 
performed  in  connection  with  laboratory 
analysis,  are  eliminated  by  computeriza¬ 
tion  or  other  automated  processes.  In 
such  instances  a  written  record  of  the 
program  shall  be  maintained  along  with 
appropriate  validation  data.  Hard  data 
to  be  retained  in  case  of  accidental 
erasure  of  the  information  stored  in  a 
computer  shall  include: 

(1)  Master  formulas; 


(2)  Specifications; 

(3)  Test  data; 

(4)  Other  master  production  or  con- 
tnfi  records; 

(5)  Batch  production  or  control 
records,  or  programs  for  calculations. 

§  211.3  Definitions. 

Ihe  definiticms  set  forth  in  S  210.3  of 
this  chapter  apply  in  this  part. 

Subpart  B — Organization  and  Personnel 

§  211.22  Responsibilities  of  quality  con- 
tnJ  unit. 

(a)  There  shall  be  a  quality  control 
unit  that  shall  have  the  responsibility 
and  authority  to  approve  or  reject  aU 
components,  drug  product  containers, 
closures,  in-process  materials,  packaging 
material,  labeling,  and  drug  products, 
and  the  authority  to  review  production 
records  to  assure  that  no  errors  have 
occurred  or,  if  errors  have  occtured,  that 
they  have  been  fully  investigated.  The 
quality  contol  unit  shall  be  responsible 
for  approving  or  rejecting  drug  products 
manufactured,  processed,  packed,  or  held 
imder  contract  by  another  company. 

(b)  Adequate  laboratory  facilities  for 
the  testing  and  approval  (or  rejection) 
of  components,  drug  product  containers, 
closures,  packaging  materials,  hi-process 
materials,  and  drug.products  (e.g.,  deter¬ 
mining  complismce  with  a  bioequivalence 
standard)  shall  be  available  to  the  qual¬ 
ity  control  unit. 

(c)  The  quality  control  unit  shall  have 
the  responsibility  for  approving  or  re¬ 
jecting  all  procedures  or  specifications 
impacting  on  the  Identity,  strength, 
quality,  and  purity  of  the  drug  product. 

(d)  The  responsibilities  and  proce¬ 
dures  applicable  to  the  quality  control 
imit  shall  be  in  writing. 

§  211.25  Personnel  qualifications. 

(a)  Each  person  engaged  in  the  manu¬ 
facture.  processing,  packing,  or  holding* 
of  a  drug  product  shall  have  education, 
training,  and  experience  to  enable  that 
person  to  perform  the  assigned  func¬ 
tions.  Training  shall  be  in  the  particular 
operations  that  the  employee  performs 
and  in  current  good  manufacturing 
practices  (including  the  current  good 
manufacturing  practice  regulations  in 
Subchapter  C  of  this  chapter  and  written 
procedures  required  by  these  regula¬ 
tions)  as  they  relate  to  the  raiployee’s 
fxmctlons.  Training  in  ciirrent  good 
manufacturing  practice  shall  con¬ 
ducted  on  a  continuing  basis  by  well- 
qiialified  individuals. 

(b)  Each  person  responsible  for  super¬ 
vising  the  manufacture,  processing, 
packing,  or  holding  of  a  drug  product 
shall  have  the  education,  training,  and 
experience,  ot  combination  thereof,  to 
perform  assigned  functions  in  such  a 
manner  as  to  provide  assurance  that  the 
drug  product  has  the  safety.  Identl^, 
strength,  quality,  and  purity  that  it  pur¬ 
ports  or  is  represented  to  possess. 

(c)  There  shall  be  an  adeqiiate  num¬ 
ber  of  personnel  to  perform  and  super¬ 
vise  the  manufacture,  processing,  pack¬ 
ing,  or  holding  of  each  drug  product. 


§  211.28  Penoimd  responsilfilitics. 

(a)  Personnel  engaged  in  the  manu¬ 
facture,  processing.  pacUng.  or  holding 
of  a  drug  product  shall  wear  clean 
clothing  appropriate  for  the  duties  they 
perform.  They  shall  wear  appropriate 
head  coverings,  as  necessary,  inr.inriing 
facial  hair  coverings,  to  prevent  con¬ 
tamination  of  drug  products.  Their  arms 
and  hands  shall  be  covered  when  neces¬ 
sary  to  protect  the  drug  product  being 
handled. 

(b)  Employees  shall  practice  good 
sanitation  and  health  habits. 

(c)  Only  authorized  personnel 
enter  those  areas  of  the  buildings  and 
facilities  designated  as  limited-access 
areas. 

(d)  Any  person  shown  at  any 
(either  by  medical  examination  or  super¬ 
visory  observation)  to  have  an  iu>parent 
Illness  or  open  lesions  that  may  ad¬ 
versely  affect  the  safety  or  quality  of 
drug  products  shaU  be  excluded  from 
direct  contact  with  components,  drug 
product  containers,  closures,  in-process 
materials,  and  drug  products  until  the 
condition  is  corrected.  All  employees 
shall  be  Instructed  to  report  to  super¬ 
visory  persoimel  any  conditions  that  they 
consider  may  have  an  adverse  effect  (m 
drug  products. 

§  211.34  Consnltants. 

Consultants  shall  have  sufficient  edu¬ 
cation  and  experience  to  advise  on  the 
subject  for  which  they  are  retained.  Rec¬ 
ords  shall  be  maintained  stating  the 
name,  address,  and  qualificaticms  of  any 
consultants  and  the  type  of  service  they 
provide. 

Subpart  C — Buildings  and  Facilities  * 

§211.42  Design  and  constrncti<m  fea¬ 
tures. 

(a)  Any  building  or  buildings  used  in 
the  manufacture,  processing,  packing,  or 
holding  of  a  drug  product  shall  be  of 
suitable  size,  construction  and  location 
to  facilitate  cleaning,  maintenance,  and 
proper  operations. 

(b)  Any  such  building  have  ade¬ 
quate  space  for  the  orderiy  placemoit  <rf 
equipment  and  materials  to  prevent  mix- 
ups  between  different  components,  drug 
product  containers,  clostures.  labeling,  in- 
process  materials,  or  drug  products,  and 
to  prevent  contamination.  The  fiow  of 
componmts,  drug  product  containers, 
closures,  labeling,  in-process  materials, 
and  drug  products  throu^  the  building 
or  buildings  shall  be  designed  to  elim¬ 
inate  mmecessary  traffic,  pcurticularly 
movement  back  through  areas  in  which 
these  materials  had  previously  been 
processed  or  held. 

(c)  Operations  shall  be  performed 
within  specifically  defined  areas  of  ade¬ 
quate  size.  To  prevent  contamination  or 
mixups,  there  shall  be  separate  or  de¬ 
fined  areas  for: 

(1)  Receipt,  identification,  storage, 
and  withholding  fnxn  use  of  componrats, 
drug  product  ccmtainers.  closu^,  and 
labeling,  pending  the  appropriate  sam¬ 
pling.  testing,  or  examination  by  the 
quality  control  unit  before  release  for 
manufacturing  or  packaging; 
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(2)  Hoidlng  rejected  components, 
drug  product  contains,  closing  and 
labeling  before  dIspoBlIton  to  present 
tbetr  use  In  operations  for  trtildi  tbegr 
are  unsuitable; 

(3)  Storage  of  rdeased  components, 
drug  product  containers,  closures,  and 
lab^ing; 

(4)  Storage  of  in-process  materials; 

<5)  Any  manufacturing  and  process¬ 
ing  operations; 

(6)  Any  packaging  and  labeling  oper¬ 
ations; 

(7)  Quarantine  storage  before  release 
of  drug  products; 

(8)  Storage  of  drug  products  after 


drug  product.  Potable  water  shall  meet 
the  standards  prescribed  in  ,  the  Public 
Health  Sorice  Drinking  Water  Btand- 
ards  set  forth  in  Subpart  J  of  43  CSPR 
Part  72.  Water  uot  meeting  such  staxxl- 
ards  shall  not  be  permitted  in  the  pluiid>- 
ing  system. 

(b)  Drains  shall  be  of  adequate  size 
and,  where  connected  directly  to  a  sewer, 
shall  be  equipped  with  traps  to  prevent 
back-siphonage. 

§  211.S0  Sewage  and  refuse. 

Sewage,  trash,  and  other  refuse  In  and 
from  the  building  and  Immediate  prem¬ 
ises  shall  be  disposed  of  in  a  safe  and 
sanitary  manner. 


facilitate  operations  for  its  intended  use 
as  well  as  for  its  cleaning  and  mainte¬ 
nance. 

§  211.65  Equipment  cimstruction. 

(a)  Equipment  shall  be  constructed  so 
that  surfaces  cmning  into  contact  with 
drug  products  or  In-proeess  materials 
shall  not  be  reactive,  additive,  or  absorp¬ 
tive. 

(b)  Any  substances  required  for  opera¬ 
tion  such  as  lubricants  or  coolants,  Rhaii 
not  come  into  contact  with  drug  compo¬ 
nents  drug  product  containers,  closures, 
in-process  materials,  or  drug  products  so 
as  to  alter  the  safety,  identity,  strength, 
quality,  or  purity  of  the  drug  product. 


§  211.67  Equipmcot  deuning  and  nwin- 
tenanee. 


release; 

(9)  Control  and  laboratory  opera¬ 
tions; 

(10)  Aseptic  processing,  when  appro-  • 
priate,  which  includes: 

(i)  noons,  walls,  and  ceilings  of 
smooth,  hard  surfa^  that  are  easily 
cleanabte; 

(tt)  Temperature  and  humidity  con¬ 
trols; 

(Bi)  An  air  supply  filtered  through 
high-efRciency  particidate  air  filters 
under  positive  pressure,  regardless  of 
whether  fiow  is  laminar  or  nonlaminar; 

(iv)  A  system  for  monitoring  environ¬ 
mental  conditions; 

(V)  A  system  for  cleaning  and  disin¬ 
fecting  the  room  and  equipment  to  pro¬ 
duce  aseptic  conditions; 

(vl)  A  system  for  maintaining  any 
equipment  used  to  control  the  aseptic 
■  conditions. 

(d)  PentcilHn  production  operations 
shall  be  i>erformed  in  facilities  separate 
from  those  used  for  other  drug  products. 

§.211.44  Lighting. 

Adequate  lighting  shall  be  provided  in 
all  areas. 

§  211.46  Ventilation,  air  filtration,  air 
heating  and  cooling. 

(a)  Adequate  ventilation  shall  be  pro¬ 
vided. 

(b)  Equipment  for  adequate  oonteol 
over  air  pressure,  microorganisms,  dust, 
humidity.  temperature  ^sdl  be  pro¬ 
vided  when  necessary  tor  the  manufac¬ 
ture.  ixncessing,  pa<dcing.  or  holding  of 
a  drug  product. 

(c)  Air  filtration  systems.  includii3g 
prefiltNs  and  appropriate  particulate 
matter  air  filt»^  shall  be  used  <m  air 
sullies  to  production  areas.  If  air  is  re¬ 
circulated  to  production  areas,  approfuri- 
ate  fiitratioa  shall  be  used  to  prevoit  re¬ 
circulation  of  dust  from  production.  In 
areas  where  air  contamination  occurs 
during  production,  there  shall  be  a  sys¬ 
tem  to  provide  frequent  air  changes  with 
exhaust  to  the  outside  of  the  building. 

(d)  Ihere  shall  be  exhaust  systems  ad¬ 
jacent  to  dusty  operations  to  remove 
dust. 

(e)  Air-handling  systons  for  poiicil- 
lin  production  shall  be  complete  sepa¬ 
rate  from  those  for  other  d^  products. 

§  211A8  Flandmg. 

(a)  Potable  water  shall  be  supplied 
under  continuous  positive  pressure  in  a 


§  211,52  Washing  and  toilet  fncililies. 

Adequate  waging  facilities  shall  be 
provided,  including  hot  and  cold  water, 
soap  or  detergent,  air  driers  or  single- 
service  towels,  and  clean  toilet  facilities 
easily  accessible  to  working  areas. 

§  211,54  Animal  facUities. 

There  sdiaQ  be  suitable  housing  and 
space  for  the  care  of  laboratory  animals. 

§  211,56  Sanitation. 

(a)  Any  building  used  in  the  manu¬ 
facture,  processing,  packing,  or  holding 
of  a  drug  product  shall  be  maintained  in 
a  clean  and  sanitary  condition.  Any  siKh 
building  shall  be  kept  free  oi  rodents, 
birds,  insects,  and  other  vennin,  (otho: 
than  laboratory  animals),  and  ot  trash 
and  decaying  organic  matter. 

<b)  There  ahaU  be  written  procedures 
asKigning  responsibility  for  sanitation 
and  describiic  in  detail  the  cleaning 
schedules,  methods,  equipment,  and  ma¬ 
terials  to  be  used  in  cleaning  the  build¬ 
ings  and  facilities;  such  written  proce¬ 
dures  shall  be  followed. 

(c)  Rodenticides,  Insecticides,  fungi¬ 
cides,  fumigating  agents,  and  other 
cleaning  and  sanitizing  materiaJs  shall 
be  used  only  if  the  perscm  engaged  in  the 
manufaciure,  processing,  packing,  or 
holding  of  a  drug  product  has  evidence 
that  use  of  such  materiais  will  not  con¬ 
taminate  equipment,  ocmiponents.  drug 
product  coatainm:«,  closures,  pactaging 
or  lo-hiqiiig  matertids,  in-prooess  mate¬ 
rials,  or  drug  products  Rodenticides,  in¬ 
secticides.  and  fungicides  shall  irat  be 
used  unless  registered  in  accordance  with 
the  Federal  Insecticide,  Fungicide,  and 
RodenUcide  Act  (7  UH.C.  135) . 

<d)  Sanitation  procedures  shall  apply 
to  work  performed  by  contractors  or 
temporary  employees  as  well  as  wmic 
performed  by  full-time  employees  during 
the  ordinary  course  of  operations. 

§  211.5S  Maintenance. 

Any  building  used  In  the  manufacture, 
processing,  packing,  or  holding  of  a  drug 
product  Shan  be  maintained  in  a  good 
state  of  repair. 

Subpart  D — Equipinont 

§  211.63  Equipment  design,  size,  and 
locatioB. 

Equipment  used  In  the  manufacture, 
IMtooeeslng,  packing,  or  holding  of  a  drug 


(a)  Equipment  shall  be  cleaned  and 
maintained  regularly  to  prevent  mal- 
fimctions  or  contamination  that  would 
alter  the  safety.  Identity,  streingth,  qual¬ 
ity,  or  purity  of  the  drug  product. 

(b)  There  shan  be  written  procedures 
assigning  re^mnsibility  for  cleaning  and 
maintenance  and  describing  in  detail  the 
maintenance  and  cleaning  schedules,  the 
methods,  equipment  and  materials  to  be 
used  and  the  methods  (rf  disassembling 
and  refissemUing,  for  all  equipment  t»ed 
in  the  manufacture,  processing,  packing, 
or  holding  of  a  drug  product;  sudi  writ¬ 
ten  procedures  shall  be  followed. 

(c)  Records  shall  be  kept  of  mainteai- 
anoe  and  cleaning  operations,  as  speci¬ 
fied  in  I  211.182. 

§  211.68  Equipment  calibration. 

(a)  When  precision  uutamatic,  me- 
chaniaal,  or  dectronic  equipment  is  used 
in  the  manufacture,  processing,  packing, 
and  holding  of  a  drug  itrodiKt,  it  shall  be 
routinely  calibrated,  Inimroted,  or 
checked  according  to  a  written  program 
that  assures  proper  performance.  Writ¬ 
ten  records  of  those  calibration  checks 
and  inspections  shall  be  maintained. 

(b)  Scales  and  balances  used  for  test. 
Ing  or  producticm  operations  shall  be  ac¬ 
curate.  C^alibration  checks  shall  be  made 
at  least  once  every  6  months  and  written 
records  of  those  calibration  checks  shall 
be  maintained. 

§211.72  Filters. 

(a)  Filters  used  in  the  manufacture, 
processing,  or  packing  of  injectable  drag 
products  intended  for  human  use  shall 
not  release  fibers  into  such  products. 
Fiber-releasing  filters  may  not  be  used 
in  the  manufacture,  processing,  or  padc- 
Ing  of  these  drug  products  unless  it  is 
not  possible  to  manufacture  such  drug 
products  without  the  use  of  such  a  filter. 

<b)  If  use  of  a  fiber-releasing  filter  is 
necessary,  an  additional  non-fiber-re- 
leasing  filter  of  0J12  micron  maximinn 
mean  porosity  (0.45  micron  If  the  manu- 
factminc  conditions  so  dictate)  shall 
sutisequentiy  be  used  to  reduce  the  con¬ 
tent  of  particles  in  the  drug  prodUaet.  Use 
of  an  asbestos-containing  filter,  with  or 
without  8iid)sequent  use  of  aqaedflc  non- 
llber-rdeasing  filter,  la  pecmla^e  only 
upon  submission  of  mof  to  the  appro* 
priate  bureau  of  the  Pood  and  Drug  Ad¬ 
ministration  that  uae  at  a  non-fH>^re- 


piumbtng  system  free  of  defects  that  product  dtall  be  of  am>ropriate  design, 
could  contribute  (xmtamlnatlon  to  any  adequate  siae,  and  suitable  location  to 


FEDERAL  REGISTER.  VOL  41,  NO.  31— FRIDAY,  FEMUAtV  13,  1474 


PROPOSED  RULES 


6889 


leasing  filter  will,  or  Is  likely  to,  compro¬ 
mise  the  safety  or  effectiveness  of  the 
drug  product. 

(c)  Substitution  for  a  fiber-releasing 
filter  shall  be  achieved  on  or  before  Sep- 
t^ber  14,  1976.  If  such  substitution  Is 
not  achieved  on  or  before  March  14, 1976, 
manufacturers  shall  submit  monthly 
progress  reports  to  the  appropriate  bu¬ 
reau  of  the  Food  and  Drug  Administra¬ 
tion.  Such  substitution  shaU  be  shown  to 
have  been  effected  without  loss  of  safety 
or  effectlv^ess  of  the  drug  product. 

Subpart  E — Control  of  Components,  Drug 
Product  Containers,  Closures,  and  In- 
process  Materials 

§  211.80  General  requirements. 

(a)  There  shaU  be  written  procedures 
describing  in  detail  the  receipt,  identifi¬ 
cation,  storage,  handling,  sampling,  test¬ 
ing,  and  approval  or  rejection  of  com¬ 
ponents,  drug  product  containers,  and 
closures;  such  written  procedures  shall 
be  followed. 

(b)  Components,  drug  product  con¬ 
tainers  and  closures  shall  at  all  times  be 
handled  and  stored  in  a  manner  to  pre¬ 
vent  contamination  of,  or  by,  other  com- 
ponoits,  in-process  materials,  or  drug 
products. 

(c)  Bagged  and  boxed  components, 
drug  product  containers,  or  closures 
shall  be  stored  on  pallets  or  free-stand¬ 
ing  shelves  off  the  floor  and  at  least  2 
feet  away  from  walls. 

(d)  Each  container  of  components, 
drug  product  containers,  or  closures 
ShaU  be  Identified  with  a  distinctive  code 
for  each  lot  in  each  shipment  received. 
This  code  shaU  be  used  in  recording  the 
disposition  of  each  lot.  Each  lot  shaU  be 
appropriately  identified  as  to  its  status 
(i.e..  Quarantined,  approved,  or  rejected) 
and  as  to  whether  (and  when)  it  has 
been  opened  and  sampled. 

§  211.82  Receipt  and  8lorage  of  untested 
components,  drug  product  contain¬ 
ers,  and  closures. 

(a)  Upon  receipt  and  before  accei^- 
ance,  each  container  of  components, 
drug  product  containers,  and  closures 
shaU  be  examined  visuaUy  for  appropri¬ 
ate  labeling  as  to  contents,  contatoer 
damage  or  broken  seals,  smd  contamina¬ 
tion. 

(b)  Components,  drug  product  con¬ 
tainers,  and  closures  shall  be  stored  un¬ 
der  Quarantine  until  they  have  been 
tested  and  released.  Storage  within  the 
area  shaU  conform  to  the  reQuirements 
of  §  211.80. 

§  211.84  Testing  and  approval  or  re¬ 
jection  of  components,  drug  prod¬ 
uct  containers,  and  closures. 

(a)  Each  lot  of  components,  drug 
product  containers,  and  closures  shaU 
be  withheld  from  use  untU  their  con¬ 
tainers  have  been  identified  and  the  lot 
sampled,  tested,  and  released  for  use  by 
the  QuaUty  control  unit. 

(b)  Representative  samples  of  each 
shipment  of  each  lot  shaU  be  coUected 
for  testing  or  examination.  The  numb^ 
of  containers  to  be  sampled,  and  the 
amount  of  material  to  be  taken  from 
each  container,  shaU  be  based  upon  ap¬ 


propriate  statistical  criteria  (such  as 
component  variabUity,  confidence  levels, 
and  degree  of  precision  desired) ,  the  past 
QuaUty  history  of  the  suppUer,  and  the 
Quantity  needed  for  analysis  and  reserve. 

(c)  Samples  shaU  be  coUected  in  ac¬ 
cordance  with  the  foUowing  procedures: 

(1)  The  containers  of  components  se¬ 
lected  shaU  be  cleaned  by  wiping  or 
vacuuming. 

(2)  The  containers  shaU  be  opened, 
sampled,  and  resealed  in  a  suitable  area 
where  there  is  no  potential  for  contami¬ 
nation  of  other  containers  of  compo¬ 
nents,  drug  product  containers,  or  clo¬ 
sures. 

(3)  SterUe  eQuipment  and  aseptic 
sampling  technlQues  shall  be  used  when 
necessary. 

(4)  If  it  is  necessary  to  sample  a  com¬ 
ponent  from  the  top,  middle,  and  bot¬ 
tom  of  its  container,  such  sample  sub¬ 
divisions  shaU  not  be  composited  for 
testing. 

(5)  Sample  containers  shaU  be  iden¬ 
tified  with  the  name  *of  the  material 
sampled,  the  lot  number,  the  container 
from  which  the  smnple  was  taken,  the 
date  on  which  the  sample  was  taken, 
and  the  name  and  signature  of  the  per¬ 
son  who  coUected  the  sample. 

(6)  Containers  from  which  samples 
are  taken  shaU  be  carefully  closed  to 
prevent  contaminatlcm  or  deterioration. 

(d)  Samples  shaU  be  examined  and 
tested  as  follows: 

(1)  At  least  one  identity  test  shall 
be  conducted  that  is  specific  for  each 
active  and  inactive  ingredient. 

(2)  Each  active  and  inactive  ingredi¬ 
ent  shaU  be  tested  for  conformity  with 
aU  appropriate  written  specifications  for 
purity,  strength,  and  QuaUty.  In  lieu  of 
such  testing  by  the  manufacturer,  a 
complete  report  of  analysis  may  be  ac¬ 
cepted  from  the  supplier  of  a  component, 
provided  that  at  least  one  specific  iden¬ 
tity  test  is  conducted  on  such  component 
by  the  manufacturer,  and  provld^  that 
the  manufacturer  establishes  the  reli- 
abUity  of  the  suppUer’s  analysis  through 
appropriate  validation  of  the  suppUer’s 
test  results. 

(3)  When  appropriate,  components 
shaU  be  microscopicaUy  examined. 

(4)  Any  component,  drug  product 
container,  or  closure  that  is  liable  to 
contamination  with  filth,  insect  infesta¬ 
tion,  or  other  extraneous  adulterant  shaU 
be  examined  for  such  contamination. 
Any  such  lot  of  components,  drug  prod¬ 
uct  containers,  or  closures  that  does  not 
meet  established  specifications  shaU  be 
rejected. 

(5)  Any  component,  drug  product 
container,  or  closure  that  is  liable  to 
microbiological  ccmtamination  that  is 
objectionable  in  view  of  its  Intended  use 
shaU  be  subjected  to  microbiological  tests 
before  use.  Any  such  lot  of  components, 
drug  product  containers,  or  closures  that 
contain  microorganisms  that  are  objec¬ 
tionable  in  view  of  its  intended  use  shall 
be  rejected. 

(e)  Any  lot  of  components,  drug  prod¬ 
uct  containers,  or  closures  that  meets 
the  appropriate  written  specifications  of 
identity,  strength.  Quality,  and  purity 


and  related  tests  imder  paragraph  (d) 
of  this  section  may  be  approved  and  re¬ 
leased  for  use.  Any  such  material  that 
doee  not  meet  such  specifications  shall 
be  rejected. 

§  211.86  Use  of  approved  components, 
drug  product  containers,  and  clo¬ 
sures. 

Components,  drug  product  containers, 
and  closures  approved  fm:  use  shaU  be 
rotated  so  that  the  oldest  approved  stock 
is  used 'first. 

§  211.87  Retesting  of  approved  compo¬ 
nents,  drug  product  containers,  and 
closures. 

Components,  drug  product  containers, 
and  closures  shaU  be  retested  for  iden¬ 
tity,  strength,  QuaUty,  and  purity  and 
approved  or  rejected  by  the  Quality  con¬ 
trol  tmit  in  accordance  with  $  211.84  as 
necessary,  e.g.,  after  storage  for  long  pe¬ 
riods  or  after  exposure  to  air,  heat  or 
other  conditions  that  might  affect  the 
component,  drug  product  container,  or 
closure. 

§  211.88  Testing  of  in-process  materials. 

In-process  materials  shsdl  be  tested  for 
identity,  strength.  Quality,  and  purity 
and  approved  or  rejected  by  the  Quality 
control  unit,  pursuant  to  procedures  in 
S  211.84,  as  appropriate  during  the  pro¬ 
duction  process,  eg;.,  at  commencement 
or  completion  of  significant  stages,  or 
after  storage  for  long  periods. 

§  211.89  Rejected  components,  dru? 
product  containers,  closures,  and  in- 
process  materials. 

Rejected  components,  dnig  product 
containers,  closing,  and  in-process  ma¬ 
terials  shaU  be  Identified  and  Quaran¬ 
tined  to  prevent  their  use  in  manufac¬ 
turing  or  processing  operations  for  which 
they  are  unsuitable. 

§211.94  Drug  product '  containers  and 
closures. 

(a)  Containers  for  the  holding  of  a 
drug  product,  including  closure  systems, 
shall  not  be  reactive,  additive,  or  absorp¬ 
tive  so  as  to  alter  the  safety,  identity, 
strength.  Quality,  or  purity  of  the  drug 
b^ond  the  c^clal  or  established  require¬ 
ments. 

(b)  Container  closure  systems  shall 
provide  adequate  protection  against  ex¬ 
ternal  factors  in  storage  and  use  that 
can  cause  deterioration  or  contamination 
of  the  drug  product. 

(c)  Containers  for  the  holding  of  a 
drug  product,  including  closure  systems, 
shall  be  cleaned  and,  where  Indicated  by 
the  natiue  of  the  dnig,  sterilized  and  de- 
pyrogenated  to  assure  that  they  are  suit¬ 
able  for  their  intended  use.  CTontainers 
for  injectable  drug  products  intended 
for  human  use,  or  conuxaients  of  such 
products,  shall  be  cleansed  with  water 
that  has  been  filtered  through  a  non¬ 
fiber-releasing  filter  equivalent  to  that 
indicated  in  S  211.72. 

(d)  Procedures,  standards  or  specifica¬ 
tions.  and  methods  for  testing,  cleaning, 
sterilizing  and  depyrogenaUng  contain¬ 
ers,  closure  systems,  and  other  parts  shall 
be  written  and  followed. 
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(e)  Containers,  closure  systems,  and 
other  parts  that  do  not  comply  with  the 
requirements  of  paragi:Tq>hs  (a)  through 
(d)  of  this  section  shall  not  be  used  for 
the  holding  of  a  drug  product. 

§  211.96  Docmnentation  of  controls. 

Records  shall  be  maintained  for  each 
shipment  received  of  components,  drug 
product  containers,  and  closures  indicat¬ 
ing  rec^pt,  sampling,  testing,  or  exam¬ 
ination  and  disposition  (Including  dates 
and  personnel  involved),  as  specified  in 
§  211.184. 

Subpart  F — Production  and  Process 
Controls 

§  211.100  Written  procedures;  devia¬ 
tions. 

(a)  There  shall  be  written  procedures 
for  manufacturing  and  quality  control 
to  assure  that  the  drug  products  have  the 
Identity,  strength,  quality,  and  purity 
they  purport  or  are  represented  to 
possess.  Such  procedures  shall  Include  all 
requirements  in  this  subpart.  These 
written  procedures,  including  any 
changes,  shall  be  drafted  and  ai^roved 
by  the  api»opriate  organizational  unit 
and  reviewed  and  approved  by  the  qual¬ 
ity  control  unit. 

(b)  Written  manufacturing  and  qual¬ 
ity  control  procedures  shall  be  followed 
in  the  execution  of  the  various  manu¬ 
facturing  and  quality  control  functions 
and  shall  be  documented  at  the  time  of 
performance.  Any  deviation  from  the 
writt^  procedures  shall  be  recorded 
and  justified. 

§  211.101  Chargc-in  of  components. 

Written  production  and  control  proce¬ 
dures  shall  include  the  following  to 
assure  that  the  drug  products  produced 
have  the  identity,  strength,  quality,  and 
purity  they  purport  or  are  represented 
to  possess: 

(a)  The  batch  shall  be  formulated 
with  the  intent  to  provide  not  less  than 
100  perc^t  of  the  labeled  amoimt  of 
active  Ingredient 

(b)  Compements  shall  be  subdivided, 
weighed,  or  measured  before  dispensing 
to  manufacturing.  If  a  ccanponent  is 
removed  from  the  original  container  to 
another,  the  new  container  shall  be 
identified  with  the  following  informa¬ 
tion: 

(1)  Component  name  or  item  code; 

(2)  Receiving  or  control  number; 

(3)  Weight  or  measure  in  new  con¬ 
tainer; 

(4)  Batch  for  which  component  was 
dispensed,  including  product  name, 
strength,  and  lot  number. 

(c)  Weighing,  measuring,  or  subdivid¬ 
ing  (H>erations  for  components  shall  be 
closely  supervised.  Each  container  of 
component  disp^osed  to  manufacturing 
shall  be  examined  by  a  second  person  to 
assure  that: 

'  (1)  The  component  was  released  by 

the  quality  control  unit; 

(2)  The  weight  or  measure  is  correct 
as  stated  in  the  bedeh  production 
records; 


(S)  The  containers  are  propwly  inden- 
ttfied. 

(d)  Each  component  shall  be  added  to 
the  batch  by  one  parson  and  verified  by 
a  second  person. 

§  211.102  Hjuuifactiuing  instructions. 

The  manufacturing  instructions  in  the 
batch  production  records  shall  be  strictly 
followed. 

§  211.103  Calculation  of  yield. 

Actual  yi^ds  and  percentages  of  the¬ 
oretical  yield  shall  be  determined  at  the 
conclusion  of  each  distinct  phase  of  man- 
ufacttiring,  processing,  packaging  or 
holding  of  the  drug  product.  Such  cal- 
culaticms  shall  be  performed  by  one  po*- 
son  and  independoitly  verified  by  a  sec¬ 
ond  person. 

§  211.105  Equipment  identification. 

(a)  All  compounding  and  storage 
containers,  processing  lines,  and  major 
equipment  used  dining  the  production 
of  a  batch  of  h  drug  product  shall  be 
properly  identified  at  all  times  to  accu¬ 
rate  Indicate  their  contents  and,  when 
necessary,  the  stage  of  processing  of  the 
batch. 

(b)  Eiach  major  piece  of  equipment 
shall  bear  a  distinctive  idoitificatlon 
number  or  code  that  shall  be  recorded 
in  the  batch  production  record  to  show 
the  specific  equipment  used  in  the  manu¬ 
facture  of  each  batch  of  a  drug  product. 

§  211.110  Sampling  of  in-process  ma¬ 
terials  and  drug  products. 

(a)  To  assure  batch  uniformity  and 
integrity  of  drug  products,  written  proce¬ 
dures  shall  be  established  and  followed 
that  describe  the  in-process  controls, 
tests,  or  examinations  to  be  ctmducted 
on  appropriate  samples  (rf  in-process 
materials  of  etu:h  batch.  Such  control 
procedures  shall  be  established  to  moni¬ 
tor  the  output  and  to  validate  the  per¬ 
formance  of  those  manufacturing  proc- 
sesses  that  may  be  respoostt>le  for  causing 
variability  in  the  characteristics  ot  in- 
process  material  and  the  drug  product. 
Such  control  procedures  shall  include, 
but  are  not  limited  to,  the  following: 

(1)  Tablet  or  capsule  weight  varia¬ 
tion; 

(2)  Disintegration  time; 

(3)  Adequacy  of  mixing  to  assure  uni¬ 
formity  and  hom(^eneity; 

(4)  Dis8(fiution  time  and  rate,  where 
apprcq>riate: 

(5)  Clarity,  completeness,  or  pH  of  so¬ 
lutions. 

(b)  Valid  in-process  specifications  for 
such  characteristics  shall  be  consistent 
with  finished  drug  lu'oduct  specifications 
and  shall  be  derived  from  previous  ac¬ 
ceptable  process  average  and  process  var¬ 
iability  estimates  determined  by  the  ap¬ 
plication  suitable  statistical  proce¬ 
dures.  Examination  and  testing  of  sarn¬ 
ies  shall  assure  that  the  drug  product 
and  in-process  material  conform  to 
process  average  and  variability  require¬ 
ments  established  by  in-process  specifi¬ 
cations.  In-process  sampling,  examina- 


tioi,  and  testing  shall  be  conducted  in 
accordance  with  written  procedures. 

§  211.111  Time  limitations  on  produc- 
tiem. 

When  appropriate,  time  limits  for  the 
completion  of  each  stage  of  production 
shall  be  established  to  assure  the  quality 
of  the  drug  product. 

§  211.112  Sanitation  of  equipment. 

(a)  Written  procedures  shall  be  estab¬ 
lished  and  followed  for  cleaning  and/or 
sanitizing  all  equipment,  utensils,  and 
containers  to  prevent  contamination  and 
mixups.  These  procedures  shall  include, 
but  are  not  necessarily  limited  to,  the 
following: 

(1)  Removal  or  obliteration  of  previ¬ 
ous  batch  identification; . 

(2)  Method  of  cleaning  and  the  agents 
and  equipment  to  be  onployed; 

(3)  Cloning  and/or  sanitising  sched¬ 
ules; 

(4)  Protection  of  cleaned  articles  or 
facilities  from  contamination  prior  to 
use; 

(5)  Inspectimi  of  articles  and  facilities 
for  cleanliness  immediately  before  use; 

(6)  Documoitation  of  cleaning,  sani¬ 
tizing,  and  inspection  as  specified  in 
i§  211.180  and  211.182. 

(b)  Appropriate  written  procedures 
shall  be  established  and  followed  pre¬ 
scribing  precautions  designed  to  i»:event 
cross-contamination  of  drug  inoducts 
during  manufacturhig  and  storage. 

§  211.113  Prevention  of  microbiologi¬ 
cal  contamination. 

(a)  Appropriate  written  procedures 
shall  be  established  and  followed  mre- 
scribing  precautons  to  be  tajeen  to  pre¬ 
vent  the  presence  of  objectionsdile  micro- 
orgsmisms  in  drug  products  not  required 
to  be  sterile. 

(b)  Appropriate  written  procedures 
shall  be  established  and  followed  pre¬ 
scribing  precautions  to  prevent  micro¬ 
biological  contamination  in  the  produc¬ 
tion  of  drug  products  purportiiig  to  be 
stoile.  These  precautions  shall  Include 
validation  of  any  sterilizing  process. 

§  211.115  Reprocessing. 

(a)  A  written  procedure  shall  be  es¬ 
tablished  and  followed  prescribing  the 
handling  of  batches  that  do  not  conform 
to  standards  or  specifications  and  the 
steps  to  be  taken  to  ensure  that,  if  they 
are  reprocessed,  the  reiuxicessed  batches 
will  conform  with  all  established  stand¬ 
ards,  specifications,  and  characto'istics. 

(b)  Reprocessing  shall  not  be  per¬ 
formed  without  the  review  and  approval 
of  the  quality  control  unit. 

Subpart  G— Packaging  and  LabeKng 
Control 

§  211.122  Materials  examination  and 
usage  criteria. 

(a)  There  shall  be  written  procedures 
describing  in  detail  the  receipt,  identifi¬ 
cation,  storage,  handling,  examination 
and/or  testing  of  labdlng  and  packaging 
materials;  su^  writtoi  procedures  shall 
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be  followed.  All  labeling  and  pcu;kaging 
materials  shall,  upon  receipt  and  before 
use  In  packaging  or  labeling  of  a  drug 
product,  be  examined  or  tested  and  ap¬ 
proved  or  rejected  by  the  quality  control 
unit. 

(b)  Any  labeling  or  pwickaglng  mate¬ 
rials  meeting  appropriate  written  speci¬ 
fications  may  approved  and  released 
for  use.  Any  labeling  or  iiackaglng  mate¬ 
rials  that  do  not  meet  such  specifications 
shall  be  rejected  to  prevent  their  use 
In  operations  for  which  they  are 
unsuitable. 

(c)  Records  shall  be  maintained  for 
each  shlinnent  received  of  each  different 
labeling  and  packaging  material  indi¬ 
cating  receipt,  examination  or  testing, 
and  disposition  (including  dates  and  per¬ 
sonnel  Involved) ,  as  specified  in  §  211.184. 

(d)  Labeling  and  other  packaging 
materials  for  each  different  drug  prod¬ 
uct,  strength,  dosage  form,  or  quantity 
of  contents  shall  be  stored  in  separate 
compartments  with  suitable  identifica¬ 
tion.  Access  to  the  storage  area  shall  be 
limited  to  authorized  personnel  only. 

(e)  Rejected  and  outdated  labels, 
labeling,  and  other  packaging  materials 
shall  be  destroyed. 

(f)  Gang  printing  of  labeling  to  be 
used  for  different  drug  products  or  differ¬ 
ent  straigths  of  the  same  drug  product 
(or  labeling  of  the  same  size  and  identi¬ 
cal  or  similar  format  and/or  color 
schemes)  shall  be  minimized.  If  gang 
printl^  is  onployed,  pcu:kaglng  and 
labeling  operations  shall  provide  for 
special  control  procedures,  taking  into 
consideration  sheet  layout,  stacking,  cut¬ 
ting,  and  handling  during  and  after 
printing. 

(g)  Printing  devices  on,  or  associated 
with,  manufacturing  lines  used  to  im¬ 
print  labeling  upon  the  drug  product 
unit  label  or  case  shall  be  monitored  to 
assure  that  all  imprinting  conforms  to 
the  print  specified  in  the  batch  produc¬ 
tion  record.  Any  excess  printed  drug 
product  containers,  labels,  or  lab^lng 
bearing  lot  or  control  numbers  shall  be 
destroyed. 

§  211.125  Labeling  issuance. 

(a)  Strict  control  shall  be  exercised 
over  labeling  issued  for  use  in  drug  prod¬ 
uct  labeling  operations. 

(b)  Labeling  materials  issued  for  a 
batch  shall  be  carefully  examined  for 
identity  and  conformity  to  the  labeling 
specified  in  the  master  production 
records. 

(c)  Control  procedures  shall  be  utilized 
to  reconcile  the  quantities  of  labeling  is¬ 
sued,  used,  and  returned,  and  shall  re- 
qxiire  evaluation  of  any  discrepancies 
found  between  the  quantity  of  drug  lurod- 
uct  finished  and  the  quantity  of  labeling 
issued. 

(d)  All  excess  labeling  bearing  lot  or 
control  numbers  shall  be  destroyed. 

(e)  Returned  lab^lng  shall  be  main¬ 
tained  and  stored  in  a  manner  to  {Movent 
mixups  and  provide  pn^r  Idmtlflcatlcm. 

(f)  Any  significant  unexjdalned  dis¬ 
crepancy  shall  be  investigated  in  accord¬ 
ance  With  9  211.192. 


(g)  Procedures  shall  be  written  de¬ 
scribing  in  detail  the  control  procedxires 
employed  for  the  issuance  of  IsUieling; 
such  written  procedures  shall  be  followed. 

§  211.130  Packaging  and  labeling  op¬ 
erations. 

There  shall  be  written  procedures  that 
specify  packaging  and  labeling  opera¬ 
tions  to  assure  that  correct  labels,  label¬ 
ing,  and  packaging  materials  are  used  for 
the  drug  products;  such  written  proce¬ 
dures  shall  be  followed.  These  procedures 
shall  incorporate  the  following  features: 

(a)  Prevention  of  mixups  and  cross¬ 
contamination  by  a  physical  separation 
from  operations  on  o^er  drugs; 

(b)  Identification  of  the  drug  product 
with  a  lot  or  control  niunber  that  permits 
determination  of  the  history  of  the 
manufacture  and  control  of  the  batch. 

(c)  Examination  of  packaging  and 
labeling  materials  for  correctness  before 
packaging  operations,  and  documenta¬ 
tion  of  such  examination  in  the  batch 
production  record. 

(d)  Inspection  of  the  packaging  and 
labeling  facilities  immediately  before  use 
to  assure  that  all  drug  products  and  pre¬ 
viously  used  packaging  and  labdlng 
materials  have  been  removed.  Written 
results  of  the  inspection  shall  be  docu¬ 
mented  in  the  batch  production  records. 

(e)  Ronoval  of  packaging  and  lsd>eling 
materials  from  the  finishing  area  after 
completion  of  operations  and  prior  to 
starting  the  next  run. 

§  211.134  Drug  product  inspection. 

(a)  Packaged  and  labeled  products 
shall  be  examined  during  finishing  opera¬ 
tions  to  assure  that  every  container  and 
package  in  the  lot  has  the  correct  label. 

(b)  A  representative  sample  of  units 
selected  at  random  shall  be  collected  at 
the  completion  of  finishing  operations 
and  shall  be  visually  examined  for  cor¬ 
rect  labeling. 

(c)  Results  of  these  examinations  shall 
be  recorded  in  the  batch  production 
records. 

§  211.137  Elxpiration  dating. 

(a)  To  assure  that  a  drug  product 
meets  appropriate  standards  of  identity, 
strength,  quality,  and  purity  at  the  time 
of  use,  if  shall  bear  a  statistically  vali¬ 
dated  expiration  date  determined  by  ap- 
pn^nlate  stability  tests. 

(b)  Expiration  dates  appeeuing  on  the 
drug  labeling  shall  be  supported  by  ap¬ 
propriate  statistical  anah^  of  readily 
available  data  fnxn  stability  studies  de¬ 
scribed  in  §  211.166. 

(c)  Expirati(xi  dates  shall  be  related  to 
appropriate  storage  conditions  stated  on 
the  labeling,  as  determined  by  stability 
studies  described  in  9  211.166. 

(d)  If  the  drug  product  is  to  be  re- 
(xmstituted  at  the  time  of  dispraising.  Its 
labdlng  shall  bear  expiration  informa¬ 
tion  f<H:  both  the  reconstituted  and  un- 
reccmstituted  drug  products. 

(e)  Exi^ratirai  dates  shall  mipear  on 
labdlng  in  accraxianee  with  the  require¬ 
ments  of  9  201.17  cff  this  chapter. 


Subpart  H — Holding  and  Distribution 
§  211.142  Warehousing  procedures. 

Written  procedures  describing  the 
warehousing  of  drug  products  shall  be  es¬ 
tablished  and  followed.  They  shall  in¬ 
clude: 

(a)  Quarantine  of  drug  products  be¬ 
fore  release  by  the  quality  control  unit. 

(b)  Storage  of  drug  products  under 
appropriate  conditions  of  temperature, 
humidity,  and  light  so  that  the  Idraitity, 
strength,  quality,  and  purity  of  the  drug 
products  are  not  affected. 

§  211.150  Distribution  procedures. 

Written  procedures  shall  be  estab¬ 
lished,  and  followed,  describing  the  dis¬ 
tribution  of  drug  products.  They  shall 
include: 

(a)  A  procedure  whereby  the  oldest 
approved  stock  of  a  drug  product  is  dis¬ 
tributed  first  whenever  po^ble. 

(b)  A  system  by  which  the  distribu¬ 
tion  of  each  lot  of  drug  product  can  be 
readily  determined  to  facilitate  its  recall 
if  necessary. 

Subpart  I — Laboratory  Controls 
§211.160  General  requirements. 

(a)  The  establishment  of  any  spec¬ 
ifications,  standards,  .sampling  plans,  test 
procedures,  or  other  laboratory  control 
mechanisms  required  by  this  subpart, 
including  any  change  in  such  specifica¬ 
tions,  standards,  .sampling  plans,  test 
procedures,  or  other  laboratory  -control 
mechanisms,  shall  be  drafted  by  the  ap¬ 
propriate  organizational  unit  and  re¬ 
viewed  and  approved  by  the  quality  con¬ 
trol  imlt.  These  requirements  .shall  be 
followed  in  the  execution  of  the  various 
laboratory  control  functions  and  shall  be 
documented  at  the  time  of  performance. 
Any  deviation  from  the  written  specifica¬ 
tions,  standards,  sampling  plans,  test 
procedures,  or  other  laboratory  control 
mechanisms  shall  be  recorded  and  jus¬ 
tified. 

(b)  Laboratory  controls  shall  include 
the  establishment  of  scientifically  sound 
and  appropriate  specifications,  stand¬ 
ards.  sampling  plans,  and  test  procedures 
to  assure  that  components,  drug  product 
containers,  closures,  in-process  mate¬ 
rials,  labeling,  and  drug  products  con¬ 
form  to  appropriate  standards  of 
identity,  strength,  quality,  and  purity. 
Laboratory  controls  .shall  include: 

(1)  Determination  of  conformance  to 
appropriate  written  specifications  for  the 
acceptance  of  each  lot  within  each  ship¬ 
ment  of  components,  drug  product  con¬ 
tainers,  closures,  and  laballrtg  used  in 
the  manufacture,  processing,  packing,  or 
holding  of  drug  products.  The  specifica¬ 
tions  shall  include  a  description  of  the 
sampling  and  testing  procedures  used. 
Samples  shall  be  representative  and  ade¬ 
quately  identified.  Such  procedures  shall 
also  require  appropriate  retesting  of  any 
cranponent,  drug  product  ccmtalner,  or 
closure  that  is  subject  to  deterioration. 

(2)  Determination  of  conformance  to 
written  specifications  and  a  description 
of  samiding  and  testing  procedures  for 
in-process  materials.  Such  samples  shall 
be  representative  and  proprarly  identifled. 
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(3)  Determination  of  conformance  to 
written  descriptions  of  sampling  proce¬ 
dures  and  Impropriate  specifications  for 
drug  products.  Such  samples  shall  be 
representative  and  properly  identified. 

(4)  ‘The  calibration  of  instruments, 
ap>paratus,  gages,  and  recording  devices 
at  suitable  intervals  in  accordance  with 
an  established  written  program  contain¬ 
ing  specific  directions,  schedules,  limits 
for  acciuacy  and  precision,  and  provi¬ 
sions  for  remedial  action  in  the  event  ac¬ 
curacy  and/or  precision  limits  are  not 
met. 

§  211.165  Testing  and  release  for  mar¬ 
keting. 

(a)  For  each  batch  of  drug  product, 
there  shall  be  appropriate  laboratory  de¬ 
termination  of  satisfactory  conformance 
to  all  appropriate  finished  drug  product 
specifications,  including  the  identity  and 
strength  of  each  active  ingredient,  prior 
to  release. 

(b)  There  shall  be  appropriate  labora¬ 
tory  testing,  as  necessary,  of  each  batch 
of  drug  product  required  to  be  free  of 
objectionable  microorganisms. 

(c)  Any  sampling  and  testing  plans 
shall  be  described  in  a  written  procedure 
that  shall  include  the  method  of  sam¬ 
pling  and  the  number  of  imits  per  batch 
to  be  tested;  such  written  procedure  shall 
be  followed. 

(d)  Acceptance  criteria  for  the  sam¬ 
pling  and  toting  conducted  by  the  qual¬ 
ity  control  unit  shall  be  adequate  to  as¬ 
sure  that  batches  of  drug  products  meet 
each  appropriate  specification  and  ap¬ 
propriate  statistical  quality  control  cri¬ 
teria  as  a  condition  for  their  approval 
and  release. 

(1)  The  statistical  quality  control  cri¬ 
teria  shall  include  an  appropriate  Ac¬ 
ceptable  Quality  Level  (AQL)  and  an 
appropriate  Unau:ceptable  Quality  Level 
(UQL)  that  shall  be  assigned  to  percents 
of  defective  imits  for  drug  product  spec¬ 
ifications  that  require  miiltiple  exam¬ 
ination  or  testing  of  individual  dosage 
linits  to  determine  if  the  product  meets 
its  specifications  (eg.,  content  uniform¬ 
ity,  weight  variation,  dissolution,  etc.) 
based  on  the  significance  of  the  defect. 
The  determination  of  conformance  to 
appropriate  specifications  and  statistical 
quality  control  criteria  for  those  product 
quality  characteristics  requiring  multi¬ 
ple  testing  or  examination  may  be  sat¬ 
isfied  thrdUgh  the  utilizaticm  of  drug 
product  testing,  statistical  quality  con¬ 
trol  data  developed  and  recorded  during 
the  processing  of  the  batch,  and  statis¬ 
tical  data  derived  from  validation  studies 
conducted  to  determine  the  variability 
of  the  manufacturing  processes. 

(2)  When  a  maximum  allowable  per¬ 
cent  of  defective  units  for  a  quality  con¬ 
trol  specification  is  indicated,  such  as  a 
new  drug  application  commitment  or  as 
an  official  compendial  requirement,  this 
allowable  maximum  percent  of  defective 
units  for  this  characteristic,  expressed  as 
a  percentage  (Le.,  the  maximum  allow¬ 
able  nuixiber  of  defectives  of  a  specified 
characteristic  in  a  sample  divided  by  the 
number  of  units  in  the  sample  multiplied 
by  100) ,  shall  be  considered  as  the  maxi¬ 
mum  UQL  for  the  quality  characteristic 


tested.  Quality  control  procedures  shall 
ensure  that  there  is  no  greater  than  a  5 
percent  probability  of  acceptance  of 
batches  whose  percentage  of  defective 
units  exceeds  the  UQL  for  that  particular 
quality  characteristic.  The  establishment 
of  AQL’s  and  U<^’s  is  not  suitable  in  the 
design  of  all  sampling  plans  for  charac¬ 
teristics  such  as  sterility  or  pyrogenicity 
of  drugs  since  the  number  of  tests  and 
examinations  required  to  satisfy  a  UQL 
of  0  percent  defective  would  require  de¬ 
structive  testing  of  every  unit  in  the 
batch. 

(e)  The  accuracy,  sensitivity,  specific¬ 
ity,  and  reproducibility  of  tests  methods 
employed  by  the  firm  shall  be  established 
and  documented. 

(f)  Laboratory  reference  standards 
shall  be  properly  stored  and  tested  to  as¬ 
sure  their  conformance  to  appropriate 
specifications.  They  shall  be  identified 
as  to  source,  lot,  or  other  similar  refer¬ 
ence  number,  date  of  receipt,  and  last 
date  of  testing.  They  shall  be  retested, 
as  necessary,  to  assure  that  they  remain 
suitable  for  use. 

(g)  Components,  drug  product  con¬ 
tainers,  closures,  in-process  materials, 
labeling,  or  drug  products  failing  to  meet 
established  standards  or  specifications 
and  statistical  and  any  other  relevant 
quality  control  criteria,  shall  be  rejected. 
Reprocessing  may  be  performed  pro¬ 
vided  there  is  assurance  that  the  re¬ 
processed  material  will  meet  appropriate 
standards,  specifications,  and  charac- 
tei’istics. 

§211.166  Stability  testing. 

(a)  There  shall  be  a  written  testing 
program  designed  to  assess  the  stability 
characteristics  of  drug  products  and 
used  to  establish  storage  conditions  and 
expiration  dates;  such  program  shall  be 
followed.  It  shall  include: 

(1)  Statistical  criteria,  including  sam¬ 
ple  size  and  test  Intervals,  for  each  at¬ 
tribute  examined  to  assure  statistically 
valid  estimates  of  stability; 

(2)  Storage  conditions  for  samples 
tested; 

(3)  Reliable,  meaningful,  and  specific 
test  methods; 

(4)  Testing  of  the  drug  imxluct  in  the 
same  container- closure  syst^  as  that 
in  which  the  drug  product  is  marketed; 

(5)  Testing  of  dinig  products  fw  re¬ 
constitution  at  the  time  of  dt^ensing 
(as  directed  in  the  labeling)  as  well  as 
after  they  are  reconstituted. 

(b)  An  adequate  number  of  batches 
of  each  drug  product  shall  be  tested  to 
determine  an  appropriate  expiration 
date  and  a  record  of  such  data  shall  be 
maintained.  Accelerated  studies,  com¬ 
bined  with  basic  stability  information 
on  the  components,  drug  products,  and 
container-closure  system,  may  be  used 
to  support  tentative  expiration  dates 
provided  adequate  shelf  life  studies  are 
not  available  and  are  being  conducted. 
Where  data  from  accelerated  studies  are 
used  to  project  a  tentative  expiration 
date  that  is  beyond  a  date  supported  by 
actual  shelf  life  studies,  there  must  be 
stability  studies  conducted,  including 
drug  product  testing  at  appropriate  in¬ 
tervals,  imtil  the  tentative  expiration 


date  is  verified  or  the  appropriate  ex¬ 
piration  date  determined. 

§  211.167  Special  testing  recpiirements. 

(a)  Por  each  batch  of  drug  product 
purporting  to  be  sterile  and/or  pyrogen- 
free,  there  shall  be  appropriate  labora¬ 
tory  testing  to  determine  conformance 
to  such  requirements.  The  test  proce¬ 
dures  shall  be  in  writing  and  shall  be 
followed. 

(b)  Por  each  batch  of  ophthalmic 
ointments,  there  shall  be  appropriate 
laboratory  testing  to  determine  con¬ 
formance  to  ^  specifications  regarding 
the  presence  ‘of  foreign  particles  and 
harsh  or  abrasive  substances.  The  test 
procedures  shall  be  in  writing  and  shall 
be  followed. 

(c)  Por  each  batch  of  controU^-re- 
lease  dosage  forms,  there  shall  be  ap¬ 
propriate  laboratory  testing  to  determine 
conformance  to  the  specifications  for 
the  rate  of  release  of  each  active  ingre¬ 
dient.  The  test  procedures  shall  be  in 
writing  and  shall  be  followed. 

§  211.170  Reserve  samples. 

(a)  An  appropriately  identified  re¬ 
serve  sample  selected  at  random  from 
each  lot  in  each  shipment  of  each  com¬ 
ponent  shall  be  retained  for  at  least  2 
years  after  the  expiration  date  of  the 
last  lot  of  the  drug  product  containing 
the  component.  It  shall  consist  of  at  least 
twice  the  quantity  necessary  for  all  tests 
required  to  determine  whether  the  com¬ 
ponent  meets  its  established  specifica¬ 
tions,  except  those  for  sterility  and  pyro¬ 
gens.  Samples  of  components  that  do  not 
appear  in  the  finished  dosage  form,  such 
as  solvents,  compressed  gases,  and  water, 
need  not  be  retained. 

(b)  A  properly  identified  reserve  sam¬ 
ple  of  units  selected  at  random  from  each 
lot  or  batch  of  drug  product  shall  be 
stored  under  conditions  consistent  with 
product  labeling  and  shall  be  retained  for 
at  least  2  years  after  the  expiration  date 
of  the  drug  product.  The  sample  shall 
be  stored  in  the  same  immediate  con¬ 
tainer-closure  system  in  which  the  drug 
is  marketed  and  shall  consist  of  at  least 
twice  the  quantity  necessary  to  perform 
all  the  required  tests,  except  those  for 
sterility  and  pyrogens.  Such  samples 
shall  be  inspect^  annually  for  evidence 
of  deterioration  and  the  results  shall  be 
recorded  and  maintained  with  other  sta¬ 
bility  data  on  the  drug  product. 

§211.173  Laboratory  animals. 

Animals  used  in  testing  a  component, 
in-process  material,  or  drug  product  for 
comidlance  with  its  established  specifi¬ 
cations  shall  be  maintained  and  con¬ 
trolled  in  a  manner  that  assures  their 
suitability  for  th^  intended  use.  They 
shall  be  identified,  and  adequate  records 
shall  be  maintained  showing  the  history 
of  their  use. 

§211.176  Penicillin  contamination. 

If  the  possibility  exists  that  a  non¬ 
penicillin  drug  product  has  been  exposed 
to  cross-contamination  with  penicillin, 
the  non-penicillin  drug  product  shall  be 
tested  for  the  presence  of  penicillin.  Such 
product  shall  not  be  marketed  if  de- 
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tectable  levels  are  found  when  tested 
according  to  procedures  specified  in 
“Eh'ocedures  for  Detecting  and  Measur¬ 
ing  Penicillin  Contamination  in  Drugs.”  ^ 
Division  of  Antibiotics  and  Insulin  Cer¬ 
tification.  Pood  and  Drug  Administra¬ 
tion,  Washington,  DC  20204,  October 
1965. 

Subpart  J-<— Records  and  Reports 
§  211.180  General  requirements. 

(a)  Any  production,  control,  or  dis¬ 
tribution  record  that  is  maintained  in 
compliance  with  this  part  and  is  specifi¬ 
cally  associated  with  a  batch  of  a  drug 
product  shall  be  retained  for  at  least  2 
years  after  the  expiration  date  of  the 
batch. 

(b)  Records  gha-ii  be  maintained  for 
all  components,  drug  product  containers, 
closures,  and  labeling  for  at  least  2  years 
after  the  expiration  date  of  the  last  lot 
of  drug  iMwiuct  incorporating  the  com¬ 
ponent  or  using  the  container,  closure,  or 
labeling. 

(c)  All  records,  or  copies  of  records, 
shall  be  readily  available  for  inspection 
during  the  retention  period  at  the  es¬ 
tablishment  where  the  activities  de¬ 
scribed  in  such  records  occmred. 

(d)  Written  records  required  by  this 
part  shall  be  maintained  so  that  data 
therein  can  be  used  to  produce  a  written 
summary  covering  every  batch  for  each 
drug  product.  Tliese  summaries  shall  be 
prepared  and  maintained  to  provide  the 
capability  for  review  on  a  product-by- 
pr^uct  basis  so  that  a  profile  can  be 
established  for  each  drug  product  to 
assist  in  the  updating  of  quali^ 
standards. 

(1)  Summaries  described  in  this  para¬ 
graph  Shan  be  prepared  and  evaluated 
on  at  'east  an  annual  basis  and  shaU  be 
retained  for  at  least  2  years  after  the 
expiration  date  of  the  last  batch  of  drug 
product  manufactured,  whether  or  not 
the  batch  was  accepted,  rejected,  offered 
for  sale,  or  distributed. 

(2)  'nie  written  summaries  and  eval¬ 
uations  shaU  be  available  for  review 
during  establishment  Inspections. 

(e)  Procedures  shall  be  established  to 
assure  that  the  responsible  corporate 
officials  of  the  firm  are  notified  in  writing 
of  any  Investigations  conducted  tmder 
ss  211.198.  211.204,  or  211.208  of  these 
regulations,  of  any  recalls,  reports  of  in- 
spectional  observations  Issued  by  the 
Food  and  Drug  Administration,  or  any 
regulatory  actions  relating  to  good 
manufacttuing  practices  brought  by  the 
Pood  and  Drug  Administration.  Tliese 
procedures  shall  specify,  among  other 
things,  that  a  routine  written  report 
shall  be  issued  at  least  quarterly  sum¬ 
marizing  all  such  matters  and  the  status 
of  corporate  actions  being  taken  to  re¬ 
solve  outstanding  problems. 

§211.182  EquiiMM^it  deaniag  and  use 

1«»«. 

A  written  record  of  equifxnent  clean¬ 
ing,  maintenance,  and  use  shall  be  In- 


^  Copies  may  be  obtained  from:  Director. 
NCAA  (HFD-iSO),  Food  and  Drug  Adminis¬ 
tration,  aoo  "C"  St.,  SW.,  Washington,  DC 
20S04. 


eluded  in  individual  equiixnent  logs  that 
Show  the  date,  time,  product,  strength, 
and  lot  number  of  each  batch  processed. 
Hie  persons  performing  and  double- 
checking  the  cleaning  and  maintenance 
shall  date  and  sign  the  log  indicating  the 
work  performed.  Entries  in  the  log  shall 
be  in  chronological  order. 

§  211.184  Component,  drug  prodi^, 
container,  clmure,  and  labeling 
records. 

These  records  shall  include  the  follow¬ 
ing: 

(a)  The  identity  and  quantity  of  each 
shiixnent  of  each  lot  of  components,  drug 
product  containers,  closures,  and  label¬ 
ing;  the  name  of  the  supplier;  the  sup¬ 
plier’s  lot  number  (s) ;  the  receiving  code 
as  specified  in  S  211.80;  and  the  date  of 
receipt.  The  name  and  location  of  the 
prime  manufacturer,  if  different  from 
the  supplier,  shall  be  listed  if  known. 

(b)  The  results  of  any  test  or  examina¬ 
tion  performed  (including  those  per¬ 
formed  as  required  by  S  211.82(a), 

S  211.84(d).  or  S211.122(a})  and  the 
conclusions  derived  therefrom. 

(c)  An  individual  inventory  record,  in¬ 
cluding  reconciliation  of  the  use  of  each 
lot  of  each  component,  drug  product  cm- 
tainer,  and  closure. 

(d)  Documentation  of  all  in^pectlmi 
and  review  of  labels  and  labeling  for  con¬ 
formity  with  established  ^^iiecificatkma. 

§211.186  Master  production  and  con- 
tnd  reeords. 

(a)  To  assure  uniformity  from  batch 
to  batch,  master  production  and  control 
records  for  each  drug  product,  including 
each  batch  size  thereof,  shaU  be  pre¬ 
pared,  dated,  and  signed  (fuU  signature, 
handwritten)  by  one  person  and  inde¬ 
pendently  checked,  dated,  and  signed  by 
a  secmid  person.  1^  prepeuation  of  mas¬ 
ter  production  and  contreU  records  shaU 
be  described  in  a  written  procedure  and 
such  written  procedure  sh^  be  followed. 

(b)  Such  records  shaU  include: 

(1)  The  name  and  strength  of  the 
product  and  a  description  of  the  dosage 
form; 

(2)  The  name  and  weight  mr  measure 
of  each  active  ingredient  per  dosage  unit 
or  per  unit  of  weight  or  measure  oi  the 
dn«  product,  and  a  statonent  of  the 
total  weight  or  measure  any  dosage 
unit; 

(3)  A  complete  list  of  components  des¬ 
ignated  by  names  or  codes  sufficiently 
specific  to  indicate  any  special  quality 
characteristic; 

(4)  An  accurate  statement  ot  the 
weight  or  measure,  using  the  same  wei^t 
system  (metric,  avoirdiqxiis,  or  igxithe- 
cary)  of  each  component.  Reasmiable 
variations  may  be  pmnltted,  however,  in 
the  amount  of  c<xnponents  necessary  for 
the  preparation  in  the  dosage  form,  pro¬ 
vided  they  are  Justified  in  the  master 
production  and  control  records ; 

(5)  A  statement  concerning  any  calcu¬ 
lated  excess  of  component; 

(6)  A  statement  of  theoretical  wrigfat 
or  measure  at  various  stages  process¬ 
ing; 

(7)  A  statement  of  theoretical  yield. 
Including  the  maximum  and  minimum 


percentages  of  theoretical  yield  beyond 
which  investigation  according  to  §  211.- 
192  is  required; 

(8)  A  description  of  the  drug  product 
containers,  closures,  and  packaging  and 
finishing  matodals,  including  a  specimen 
or  copy  of  each  label  and  all  other  label¬ 
ing  signed  and  dated  by  the  person  or 
persons  responsible  for  approval  of  such 
lab^lng; 

(9)  Complete  manufacturing  and  con¬ 
trol  Instructions,  sampling  and  testing 
procedures,  specifications,  special  nota¬ 
tions,  and  precautions  to  be  followed. 

§  211.188  Batch  productiaa  and  control 
records. 

Batch  production  and  control  records 
shall  be  prepared  for  each  batch  of  drug 
product  produced  and  shall  Include  com¬ 
plete  information  relating  to  the  pro¬ 
duction  and  control  of  each  batch.  These 
records  shall  Include: 

(a)  An  accurate  reproduction  of  the 
appropriate  master  production  or  con¬ 
trol  record,  checked  for  accuracy,  dated, 
and  signed; 

(b)  Proof  that  each  significant  step 
in  the  manufacture,  processing,  pack¬ 
ing,  or  holding  of  the  batch  was  accom¬ 
plished,  Including: 

(1)  Dates; 

(2)  Identity  of  individual  major  equip¬ 
ment  and  lines  used ; 

(3)  Specific  identlflcation  of  each 
batch  of  component  or  in-process  ma¬ 
terial  used; 

(4)  Weights  and  measures  of  compo¬ 
nents  used  in  the  course  of  processing; 

(5)  In-process  and  laboratory  control 
results; 

(6)  Inspection  of  the  pa^aglng  and 
labeling  area  before  and  after  use; 

(7)  A  statement  of  percentage  of  theo¬ 
retical  yield  at  all  major  stages  of  proc¬ 
essing; 

(8)  Complete  labeling  control  records, 
including  specimens  of  all  labeling  used; 

(9)  Descriptiem  of  drug  product  con¬ 
tainers  and  closures; 

(10)  Any  sami^ing  performed; 

(11)  Identtflcatlon  of  the  poiaons  per¬ 
fuming  and  supMwlsing  each  significant 
step  in  the  (H>eration; 

(12)  Any  tnvestigati<Hi  made  accord¬ 
ing  to  S  211.192. 

(13)  Results  of  examinations  made  in 
accordance  wltti  S  211.134. 

§  211.192  Production  record  review. 

All  productiem  and  ccmtrol  records,  in¬ 
cluding  those  for  packaging  and  labdiing, 
shall  be  reviewed  and  approved  by  the 
quality  control  unit  to  determine  compli¬ 
ance  with  all  established,  an>roved  wrlt- 
toi  procedures  before  a  batch  is  released 
or  distributed.  Any  unexplained  discrep¬ 
ancy  (including  a  percentage  of  theoret¬ 
ical  yield  exceeding  the  maximum  or 
minimum  percentages  estaMished  in 
master  production  and  control  records) 
or  tile  failure  or  a  batch  or  any  of  its 
conuxments  to  meet  any  of  its  ^lecifica- 
tkms  shall  be  thoroughly  investigated 
whether  or  not  the  batch  has  alresMiy 
been  distributed.  The  investigatkm  shall 
extend  to  other  batches  of  the  same  drug 
product  and  other  drug  products  that 
may  have  been  associated  with  the  spe- 
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cific  failure  or  discrepancy.  A  written 
record  of  the  investigation  shall  be  made 
and  shall  include  the  conclusions  and  fol¬ 
lowup. 

§211.194  Laboratory  records. 

(a)  Laboratory  records  shall  include 
complete  data  derived  from  all  tests,  ex¬ 
aminations,  and  assays  as  follows: 

(1)  A  description  of  the  sample  re¬ 
ceived  for  analysis  or  testing  with  iden¬ 
tification  of  source,  quantity,  lot  num¬ 
ber,  and  date  of  receipt. 

(2)  A  statement  of  each  analytical 
method  used  in  the  analysis  of  the  sam¬ 
ple.  The  statement  shall  indicate  the  lo¬ 
cation  of  data  from  the  tests  to  show 
that  the  methods  used  in  the  analysis  of 
the  sample  meet  proper  standards  of  ac¬ 
curacy  and  reliability  as  applied  to  the 
product  tested.  (If  the  method  employed 
is  in  the  current  revision  of  the  “United 
States  Pharmacopeia,"  National  Formu¬ 
lary,”  “Association  of  OfiBcial  Analytical 
Chemists,  Book  of  Methods,”  *  or  in  other 
recognized  standard  references,  or  is  de¬ 
tailed  in  an  approved  new  drug  applica- 
ti(Hi  and  the  referenced  method  is  not 
modified,  a  statement  indicating  the 
method  and  reference  will  suffice).  The 
suitability  of  all  analytical  methods  used 
for  control  purposes  must  be  verified 
under  actual  conditions  of  use. 

(3)  A  statement  of  the  weight  or  meas¬ 
ure  of  sample  taken  for  each  analysis  or 
test. 

(4)  A  full  record  of  all  data  seemed  in 
the  course  of  each  assay  examination  or 
test,  including  all  graphs,  charts,  and 
spectra  from  laboratory  instrumenta¬ 
tion,  properly  identified  to  show  the 
specific  component,  drug  product  con¬ 
tainer,  closure,  in-process  material,  or 
drug  product,  and  lot  tested. 

(5)  A  record  of  all  calculations  per¬ 
formed  in  connection  with  the  analysis, 
including  units  of  measure,  conversion 
factors,  and  equivalency  factors. 

(6)  A  full  description  of  any  modifica¬ 
tions  of  established  methods  employed  in 
the  analysis  of  the  sample,  together  with 
the  reason  therefor  and  data  to  show 
that  the  modification  produces  results 
that  are  accurate  and  reliable  for  the 
material  examined. 

(7)  A  statement  of  the  results  of 
analysis  and  how  the  results  compare 
with  established  standards  of  identity, 
strength,  quality,  and  purity  for  the 
c(»np<«ient,  drug  product  container, 
closiu^,  inprocess  material,  or  drug  prod¬ 
uct  tested. 

(8)  The  signature  of  the  person  who 
performs  each  assay  or  test  and  the 
date(s)  the  tests  were  performed. 

(9)  The  endorsement  of  a  second  per¬ 
son  showing  that  the  original  records 
have  been  reviewed  for  accuracy,  com¬ 
pleteness,  and  compliance  with  estab¬ 
lished  standards. 

(b)  Ccmiplete  records  shall  be  main¬ 
tained  of  the  testing  and  standardization 
of  lahmatory  ref«*ence  standards  re¬ 
quired  by  S  211.165(g). 


*CX>ple6  may  be  obtained  from:  Associa¬ 
tion  of  Official  AnalytlctU  Chemists,  P.O.  Box 
540,  Benjamin  Franklin  Station,  Washington, 
D.C.  20044. 


(c)  Complete  records  shall  be  main¬ 
tained  of  the  periodic  calibration  of  labo¬ 
ratory  instruments,  apparatus,  gauges, 
and  recording  devices  required  by  §  211.- 
160(b). 

(d)  Complete  records  shall  be  main¬ 
tained  of  all  stability  testing  performed 
on  all  components,  in-process  materials, 
and  drug  products. 

§211.196  Distribution  records. 

Distribution  records  shall  contain  the 
name  and  address  of  the  consignee,  date 
and  quantity  shipped,  and  lot  or  control 
number  of  the  drug  product. 

§  211.198  Complaint  files. 

(a)  All  'written  and  oral  complaints 
regarding  a  drug  product  shall  be  re¬ 
viewed  by  the  quality  control  imit  and 
a  determination  made  as  to  whether  or 
not  an  investieration  is  necessary.  Any 
complaint  involving  the  possible  failure 
of  a  drug  product  to  meet  any  of  its 
specifications  shall  be  investigated  in  ac¬ 
cordance  with  §  211.192. 

(b)  A  written  record  of  each  complaint 
and  investigation  shall  be  maintained  in 
a  file  designated  for  drug  product  com¬ 
plaints.  The  written  record  shall  include 
the  name  and  strength  of  the  drug  prod¬ 
uct,  lot  number,  name  of  complainant, 
nature  of  complaint,  and  reply  to  com¬ 
plainant.  Where  an  investigation  is 
made,  the  record  shall  include  the  find¬ 
ings  of  the  investigation  and  followup. 
Where  no  investigation  is  made,  the  rec¬ 
ord  shall  include  the  reason  that  an  in¬ 
vestigation  was  imnecessary  and  the 
name  of  the  responsible  person  making 
such  a  determination.  The  record  shall 
be  maintained  for  at  least  2  years  after 
the  expiration  date  of  the  drug  product. 
Companies  that  have  more  than  one  es- 
-tablishment  shall  maintain  a  copy  of 
each  complaint  record  at  the  establish¬ 
ment  where  the  drug  product  involved 
was  manufactured,  processed,  or  packed 
(but  not  necessarily  at  every  establish¬ 
ment  where  held  only) . 

Subpart  K — Returned  and  Salvaged  Drug 
Products 

§  211.204  Returned  drug  products. 

Returned  drug  products  shall  be  iden¬ 
tified  as  such  and  held.  If  the  conditions 
under  which  returned  drug  products 
have  been  held,  stored,  or  shipped  be¬ 
fore  or  diu'ing  their  return,  or  if  the  con¬ 
dition  of  the  drug  product,  its  container, 
c&rton,  or  labeling,  as  a  result  of  storage 
or  shipping,  cast  doubt  on  the  safety, 
identity,  strength,  quality,  or  purity  of 
the  drug  product  or  its  bioavailability, 
the  returned  dnig  product  shall  be  de¬ 
stroyed  unless  examination,  testing,  or 
other  investigations  prove  the  drug 
product  meets  appropriate  standards  of 
safety,  identity,  strength,  quality,  or 
purity.  If  the  drug  product  is  not  de¬ 
stroyed,  it  may  be  reprocessed  provided 
the  subsequent  drug  product  meets  ap¬ 
propriate  standards,  specifications,  and 
characteristics.  Records  of  returned 
drug  products  shall  be  maintained  and 
shall  include  the  name  and  label  po¬ 
tency  of  the  drug  product  dosage  form, 
lot  number  (or  control  number  or  batch 


number) ,  quantity  returned,  date  of  dis¬ 
position,  and  ultimate  disposition  of  the 
returned  drug  product.  If  the  reason  for 
a  drug  product  being  returned  implicates 
associated  batches,  an  appropriate  in¬ 
vestigation  shall  be  conducted  in  accord¬ 
ance  with  the  requirements  of  §  211.192. 
Procedures  for  the  holding,  testing,  and 
reprocessing  of  returned  drug  products 
shall  be  in  writing  and  shall  be  followed. 

§  211.208  Drug  products  salvaging. 

Drug  products  that  have  been  subjec¬ 
ted  to  prolonged  or  improper  storage  or 
to  abnormal  environmental  conditions 
such  as  extremes  in  temperature,  hu¬ 
midity,  smoke,  fumes,  pressure,  age,  or 
radiation  due  to  natxiral  disasters,  fires, 
accidents,  or  equipment  failures  shall 
not  be  salvaged  and  returned  to  the 
marketplace.  Whenever  there  is  a  ques¬ 
tion  that  drug  products  may  have  been 
subjected  to  such  conditions,  salvaging 
operations  may  be  conducted  only  if 
there  is  (a)  evidence  from  laboratory 
tests  and  assays  (including  animal  feed¬ 
ing  studies  where  applicable)  that  the 
drug  product  meets  ^  applicable  stand¬ 
ards  of  identity,  strength,  quality,  and 
purity  and  (b)  evidence  from  inspection 
of  the  premises  that  the  drug  products 
and  their  associated  packaging  were  not 
subjected  to  prolonged  or  improper 
storage  or  abnormal  environmental  con¬ 
ditions  as  a  result  of  the  disaster  or  ac¬ 
cident.  Organoleptic  examinations  shall 
be  acceptable  only  as  supplemental  evi¬ 
dence  that  the  drug  products  have  main¬ 
tained  their  original  identity,  strength, 
quality,  and  purity. 

PART  229 — CURRENT  GOOD  MANUFAC¬ 
TURING  PRACTICE  FOR  CERTAIN 

OTHER  DRUG  PRODUCTS 

§  229.25  [Revoked] 

6.  By  revoking  §  229.25. 

Interested  persons  may,  on  or  before 
Jime  14,  1976,  submit  to  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Rm.  4-65,  5600  Fishers  Lane,  Rockville, 
MD  20852,  written  ccanments  (preferably 
in  quintuplicate  and  identified  with  the 
Hearing  Clerk  docket  number  found  in 
brackets  in  the  heading  of  this  docu¬ 
ment)  regarding  this  proposal.  Received 
comments  may  be  seen  in  the  above  of¬ 
fice  during  working  hours,  Monday 
through  Friday.  Ordinarily  60  days  is 
provided  for  comment  on  a  propo'oil, 
although  the  Commissioner  can  'educe 
or  extend  this  time  period  for  go(id 
cause.  Because  of  the  nature  and  extent 
of  revisions  being  proposed,  the  Com¬ 
missioner  has  concluded  that  120  days 
should  be  allowed  for  public  comment. 
In  the  absence  of  extraordinary  circum¬ 
stances,  no  extension  of  time  for  com¬ 
ment  will  be  granted. 

Note:  It  is  hereby  certified  that  the  eco¬ 
nomic  and  inflationary  effects  of  this  pro¬ 
posal  have  been  carefully  evaluated  in 
accordance  with  Executive  Order  No.  11821. 

Dated:  February  3, 1976. 

A.  M.  SemoDT, 

Commissioner  of  Food  and  Drugs. 
[PR  Doc.76-4113  Piled  2-12-76;8:46  am] 
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